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523. Some Recent Studies in the Immunology of Cancer. 
I. Detection of Methylcholanthrene-like Substance by the 
Schultz—Dale Method in the Sera of Patients with Tumors 
and in Some Apparently Healthy Persons 

J. G. Maxkari. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 7, 611-623, Aug., 1959. 
14 refs. 


The author, working at the Muhlenberg Hospital, 
Plainfield, New Jersey, has used a modification of the 
Schultz—Dale technique, details of which have been 
given previously (Brit. med. J., 1958, 2, 358; Abstr. Wid 
Med., 1959, 25, 146), to investigate the possible occurrence 
of a carcinogen in the tissues of patients with cancer. 

Guinea-pigs were sensitized with various fractions of 
human carcinomata or injected with methylcholanthrene 
in Freund’s adjuvant and their uteri examined in a 


' Schultz—Dale bath. Contractions were induced in the 


uteri of carcinoma-sensitized guinea-pigs by the addition 
of serum from 19 out of 21 patients with proven carcin- 
oma, 6 out of 10 patients with other diseases and tumours 
{not specified], and 6 out of 17 healthy subjects. The 
uteri of guinea-pigs injected with methylcholanthrene 
reacted similarly to serum from 20 out of 21 patients with 
carcinoma, 8 out of 10 other patients, and 8 out of 17 
normal subjects. These results suggested to the author 
that the serum of patients with carcinoma and of some 
normal persons contains a methylcholanthrene-like 
substance. 

In further experiments guinea-pigs were sensitized 
either with tissue from a human carcinoma of the lung or 
with tissue from one of 2 normal human lungs. Their 
uteri were then tested in the Schultz—Dale bath for sensi- 
tivity to methylcholanthrene by the addition of serum to 
which methylcholanthrene had been added in a concen- 
tration of 1 to 2 mg. per ml. and had then been subjected 
to sonic vibration for 10 minutes. This mixture pro- 
duced contractions in the uteri of guinea-pigs injected 
with the lung carcinoma and with the normal lung 
tissue. The author attaches significance to the fact that 
this normal lung had been obtained from a patient in 
whom a mistaken diagnosis of lung cancer had been made 
before death. In the author’s opinion his findings 
show that the tissues of patients with carcinoma contain 
a methylcholanthrene-like substance and that the pres- 
ence of this substance may be detected before the onset 
of cancer. 

[There is little reason to doubt that guinea-pigs may be 
Specifically sensitized to methylcholanthrene by injec- 
tion, but it is difficult to see a connexion between this 
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and the claim that the serum of most patients with 

carcinoma and nearly 50°%% of normal persons contains a 

methylcholanthrene-like substance. The author has not 

shown that the methylcholanthrene-induced contractions 

of carcinoma-sensitized guinea-pig uteri were in fact due 

to anaphylaxis. The response of the normal guinea-pig 
uterus to the sonically-treated methylcholanthrene— 

serum mixture is not described, and the phenomenon 

might have been due to the release of a pharmacologically 

active substance in the serum.] M. C. Berenbaum 
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524. Glutamic Oxalacetic Transaminase (GOT) and 
Lactic Dehydrogenase (LDH) Activities: Study in the 
Cerebrospinal Fluid of Brain Tumor Patients, in Normal 
Human Brain, and in Brain Tumor Homogenates . 
J. B. Green, H. A. OLDEWURTEL, and F. M. Forster. 
Neurology [Neurology (Minneap. )] 9, 540-544, Aug., 
1959. 1 fig., 9 refs. 


The activity of glutamic oxalacetic transaminase 
(G.O.T.) and of lactic dehydrogenase (L.D.H.) in the 
cerebrospinal fluid (C.S.F.) is frequently increased in 
patients with vascular, demyelinating, or neoplastic 
disease of the nervous system. At Georgetown Univer- 
sity Medical Center, Washington, D.C., samples of 
C.S.F. from 16 patients who were later proved at opera- 
tion or necropsy to have an intracranial tumour were 
examined spectrophotometrically. L.D.H. activity was 
found to be increased in all 16 patients, the highest values 
being observed in those with a malignant tumour, and 
G.O.T. activity to be increased in 9. In a comparative 
study it was shown that in homogenates of benign or 
malignant cerebral tumours G.O.T. and L.D.H. activity 
was higher than in homogenate of normal brain tissue 
in relation to the fresh weight, but much lower per 
gramme of soluble protein, the tumours containing 
considerably more soluble protein than normal brain 
tissue. 

The increase in enzyme activity in the C.S.F. of patients 
with intracranial tumour cannot be fully explained by the 
increased concentration of enzymes in the tumours. 
Thus so far the origin of the additional C.S.F. enzyme 
activity remains uncertain; the authors suggest that it 
may result “‘from the addition of activators or the 
removal of inhibitors”. Preliminary fractionation stud- 
ies of the proteins in tumour homogenates by paper 
electrophoresis are described. J. MacD. Holmes 
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525. Evaluation of Phosphohexose Isomerase Activity 
in Cerebrospinal Fluid in Neoplastic Disease of the Central 
Nervous System 

H. G. THompson Jr., E. HIRSCHBERG, M. Osnos, and 
A. GELLHORN. Neurology [Neurology (Minneap.)| 9, 
545-552, Aug., 1959. 1 fig., 36 refs. 


At the Institute of Cancer Research (Columbia Univer- 
sity), New York, the phosphohexose isomerase (P.H.I.) 
activity in the cerebrospinal fluid (C.S.F.) was measured 
in 76 patients without demonstrable neoplastic disease 
(control group) and in 33 patients with malignant and 7 
with benign tumours of the central nervous system, 9 
with cerebral thromboses, and 8 with various infections 
of the central nervous system. The mean value for 
P.H.I. activity in the control series was 1-85+1-15 
(range 0 to 4-2) units. 

Of the 33 patients with a primary or secondary malig- 
nant tumour, P.H.I. activity in the C.S.F. was above the 
normal range in 21. In these patients, however, no 
correlation was noted between P.H.I. activity in the 
C.S.F. and that in the serum, nor was there any correla- 
tion between the enzyme activity and the protein, sugar, 
or blood cell content of the C.S.F. The enzyme activity 
was normal in the C.S.F. of all but one of the 7 patients 
with benign tumours, but was raised in 4 of the 8 patients 
with meningitis and meningo-encephalitis due to pyo- 
genic, viral, or yeast organisms. P.H.I. activity was not 
related to the type of infection, but was raised in acute 
infections and normal in chronic or subacute infective 
processes. It was also increased in 2 of the 9 patients 
with cerebral thrombosis. Despite the overlap of results 
in these different groups the authors consider that 
estimation of P.H.I. activity in the C.S.F. provides an 
additional confirmatory method for the differential diag- 
nosis of malignant tumours of the central nervous system. 

J. MacD. Holmes 


526. Cerebrospinal Fluid Transaminase Activity in 
Acute and Chronic Neurologic Diseases 

H. L. C. T. RANptT, J. H. MorLEDGE, and D. 
Go.psLatr. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.] 53, 906-911, June, 1959. 1 fig., 
9 refs. 

Transaminase activity is relatively high in brain tissue 
and would be expected to increase in the cerebrospinal 
fluid (C.S.F.) following acute destructive brain lesions, yet 
published reports show no agreement as to the clinical 
usefulness of estimation of C.S.F. transaminase activity 
in neurological diseases. This paper from the Western 
Reserve University and University Hospitals of Cleve- 
land, Ohio, reports a further evaluation of the test in 
which the results of serial determinations carried out on 
the C.S.F. were correlated with the serum values (and 
with the results of necropsy when available) i in 35 control 
subjects and 126 patients with various neurological 
diseases. Glutamic oxalacetic transaminase activity was 
estimated by a simplification of the colorimetric method 
of Reitman and Frankel. The mean activity in the 
C.S.F. of the normal subjects was 6-8 units with an S.D. 
of 5-8 units, values above 17-4 units being considered to 
be abnormal. The serum activity in the same control 


subjects ranged from 0 to 36 units, with a mean of 
15-5 units. 

In 12 patients with cerebral vascular accidents investi. 
gated within 48 hours of the onset the mean C.S.F, 
transaminase value was 12-5 (range 0 to 25) units and 
the mean serum value 16-3 (range 0 to 51) units. In7 
patients investigated 48 to 96 hours after a cerebral 
vascular accident the mean C.S.F. transaminase activity 
was 19-7 (range 0 to 32) units and the mean serum value 
25-6 (range 0 to 87) units. In 20 patients investigated 
more than 96 hours after the onset the mean C.S,F, 
activity was 18-5 (range 0 to 101) units. Necropsy was 
carried out on 7 of these patients and it was shown that if 
the infarct was large (involving more than 200 g. of 
brain tissue) a significant rise in C.S.F. transaminase 
activity was usually found during the first 10 days after 
the onset, but there was no consistent change in the case 
of smaller cerebral infarcts. There was no constant 
relation between the C.S.F. and the serum transaminase 
values or between the transaminase activity of the C.S.F. 
and its protein content or the proximity of the infarct 
to the ventricles or subarachnoid space. 

No constant or significant change in C.S.F. or serum 
transaminase activity was encountered in patients with 
active or inactive neurosyphilis, active or quiescent dis- 
seminated (multiple) sclerosis, epilepsy, toxic encephalo- 
pathy, diabetic neuropathy, or other neurological dis- 
orders. It is concluded that “‘ the C.S.F. transaminase 
level is not of clinical importance in evaluating diseases 
of the nervous system ”’. Celia Oakley 


527. Relationship of Sialic Acid and C-reactive Protein 
Levels in Human Serum 

K.-I. Turumi, L. T. HAMAGAMI, and HL KENKEL. Jour- 
nal of the American Medical Association [J. Amer. med. 
Ass.| 170, 2160-2162, Aug. 29, 1959. 2 figs., 8 refs. 


Investigations are reported from the Institutum Divi 
Thomae and St. Mary’s Hospital, Cincinnati, in which the 
authors sought to find an absolute correlation between 
the amounts of two acute-phase reactants in the serum— 
C-reactive protein (determined by the capillary precipi- 
tin method) and protein-bound sialic acid (determined by 
the method by Béhm et al. (Klin. Wschr., 1954, 32, 289)). 
Sera from 58 subjects, including 15 normal blood donors, 
were examined for both factors. No definite correla- 
tion was found between the levels of the two factors, 
although there was some degree of relationship [both 
being increased as a normal reaction to inflammatory 
processes]. The maximum sialic acid value in serum 
negative for C-reactive protein was 210 mg. per decilitre, 
and only 4 of 34 sera positive for C-reactive protein 
showed sialic acid values less than 210 mg. per decilitre. 
The mean value for sialic acid in normal serum was 
130+7 mg., in sera negative for C-reactive protein 
1437 mg., and in sera positive for C-reactive protein 
259+ 12 mg. per decilitre. It is considered “‘ likely that 
different pathological processes may account for the 
appearance of C-reactive protein and an increase in the 
serum sialic acid level ”’. 

[The greater part of the serum hexosamine—pyruvate 
compound known as neuraminic or sialic acid is bound 
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to the «-seromucoid fraction of the protein or the Winzler 
fraction soluble in 1-8 M perchloric acid. The C-reac- 
tive protein is generally held to be in the y-globulin 
fraction, although it has been reported to be ana globulin. 
The normal values for serum sialic acid given in this paper 
are double those quoted by the authors of the method 
utilized. Considering the wide variations found in 
different diseases in both the y-globulin and a-seromucoid 
fractions, it would seem unduly optimistic to expect 
any absolute correlation between these two estimations in 
pathological sera.] Harry Coke 


528. Serum Turbidity following a Fat Meal as a Test of 


Malabsorption 

J.D. KABLER, W. H. ATwoop Jr., and R. F. SCHILLING. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.| 54, 427-433, Sept., 1959. 3 figs., 15 refs. 


In this paper from the University of Wisconsin Medical 
School, Madison, a screening test for malabsorption of 
fat is described in which blood is taken hourly for 5 
hours after administration to the fasting subject of 0-5 g. 
of butter per kg. body weight, 2 pieces of toast, 100 ml. 
of orange juice, and a cup of black coffee without sugar. 
Fasting blood is also taken and its serum used as a blank 
for the measurement of the optical density (O.D.) of 
the other specimens at 620 my in a spectrophotometer. 
For a normal result the O.D. of at least one post-cibum 
specimen should be greater than 0-1, whereas in fat 
malabsorption the O.D. is in no case greater than 0-1. 
The result was normal in 43 out of 49 subjects without 
gastro-intestinal disease and in 21 out of 23 patients with 
gastro-intestinal disease, but without fat malabsorption. 
It was abnormal in all of 25 patients with proved fat 
malabsorption. Abnormal results were also obtained in 
7 out of 18 cases of diffuse hepatic disease and 4 out of 6 
cases of thyrotoxicosis. M. Lubran 


529. A Method for Increasing the Sensitivity of the 
Rose Bengal I'3! Liver Function Test with the Use of 
Bromsulphalein 

I. Mena, R. Kivet, P. MAHONEY, S. M. MELLINKOFF, 
and L. R. BENNETT. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 54, 167-173, Aug., 1959. 
4 figs., 6 refs. 


The uptake by the liver of rose bengal labelled with 
radioactive iodine (1311) was measured at the University 
of California Medical Center, Los Angeles, in 48 subjects 
before and after the injection of 5 mg. of “ bromsul- 
phalein’’ (BSP) per kg.- body weight. In all of 27 
normal subjects rose bengal uptake was depressed by 
BSP, falling to an abnormal level in 13 cases. The mean 
uptake after BSP was 10-2% (S.D. 3-1%). Of 21 patients 
with portal cirrhosis or chronic hepatitis in whom BSP 
retention in the blood at 45 minutes was abnormal, the 
rose bengal uptake was normal before the BSP injection 
in15. After BSP, however, uptake was depressed below 
the normal range in all (mean 6:3°%, S.D. 2-1%). Similar 
tests were carried out on 56 different subjects with a dose 
of 2:5 mg. of BSP per kg. Of 31 normal subjects, only 
3 showed depression of rose bengal uptake to within the 
abnormal range, the mean value being 13-2%% (S.D. 2:1%), 
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whereas in all of 25 patients with liver disease the uptake 
was depressed to abnormal values (mean 69%, S.D. 
2:1%). In 16 of these 25 patients uptake was normal 
before the BSP injection. M. Lubran 


530. Assessment of Calcium Excretion from the Urinary 
Calcium/Creatinine Ratio 

B. E. C. Norpin. Lancet [Lancet] 2, 368-371, Sept. 
19, 1959. 7 figs., 8 refs. 


The necessity for the patient to be restricted to a low- 
calcium diet during the assessment of urinary calcium 
excretion and the value of creatinine output as a physio- 
logical ‘‘ constant ”’ against which urinary calcium levels 
can be measured have been examined by the author at 
the Western Infirmary, Glasgow. The mean 24-hour 
urinary output of calcium and of creatinine, measured 
in duplicate in 50 “‘ normal” patients, gave a mean 
ratio of calcium:creatinine excretion (in mg. per 100 
ml.) of 0-16, the correlation coefficient between the two 
results being 0-68. The calcium:creatinine ratio for 
random urine samples from 71 convalescent patients on 
various types of diet ranged from 0-03 to 0-28, there being 
very little difference between the ratio for 54 subjects on 
ordinary hospital or free diet (0-03 to 0-28) and that for 
17 in-patients (0-04 to 0-23) who had been maintained 
on a low-calcium diet for 3 days, thus confirming that 
such a diet has only a small effect on urinary calcium 
output. Further, the calcium:creatinine ratio, measured 
throughout 24 hours in 5 normal subjects, never fell 
below 0-03 or rose above 0-28. The correlation coeffi- 
cient between the urinary calcium:creatinine ratio and 
the concurrent 24-hour urinary excretion of calcium 
based on 84 observations on 34 subjects taking various 
types of diet and with various disorders was 0-75. Deter- 
mination of the calcium:creatinine_ratio for a variety of 
clinical conditions produced some values either above 
or below the suggested normal range for those conditions 
predisposing to hyper- or hypo-calciuria respectively. 

J. E. Page 


531. ‘The Mechanism of the Schultz—Dale Reaction 
W. B. GeiGer and H. S. Avpers. Journal of Allergy [J. 
Allergy] 30, 316-328, July-Aug., 1959. 8 figs., 38 refs. 


The Schultz—Dale reaction, in which smooth muscle 
from an antigenically sensitized animal contracts on 
being again exposed to the antigen, has come to be 
regarded as the first stage in many local and general 
anaphylactic reactions. In investigations at Trinity 
University, San Antonio, Texas, it was shown that when 
antigenically sensitized guinea-pig ileum was made 
insensitive to 5-hydroxytryptamine (5-HT) by exposure 
to large doses of this substance, the addition of doses 
of the antihistaminic tripelennamine just sufficient to 
suppress the response to histamine also prevented the 
response to antigen. In the standard preparation it 
was shown that the combination of atropine, lysergic 
acid diethylamide, and tripelennamine abolished the 
response to 5-HT and to histamine, and diminished very 
markedly the response to the antigen. It is suggested 
therefore that the Schultz—Dale reaction is suppressed 
only by a combination of agents, such as that mentioned 
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above, which block the histamine receptors as well as 
both kinds of 5-HT receptors. The liberation of acetyl- 
choline during the reaction is thus regarded as the result, 
not the cause, of the reaction. H. Herxheimer 


HAEMATOLOGY 


532. Thromb-elastography in Investigation of Blood 
Coagulation and in the Control of Anticoagulant Treat- 
ment 

A. A. F. Peet. Scottish Medical Journal [Scot. med. J.] 
4, 422-437, Sept., 1959. 15 figs., 14 refs. 


The principles and technique of the thrombelasto- 
graphic method of recording the physical processes of 
blood coagulation are described and illustrated in repro- 
ductions of thrombelastograms of normal blood and 
blood to which heparin and other antieoagulants have 
been added. By this method a physical process which 
occurs over a short period of time can be graphically 
recorded and the interaction of the several factors con- 
cerned in blood coagulation studied. It has obvious 
advantages over other methods in which only a single 
factor is estimated. 

At the Victoria Infirmary, Glasgow, the routine use 
of thrombelastography in cases of coronary thrombosis 
has shown that in 10°% of cases there is a factor in the 
blood which produces a heparin-retarded coagulation 
time—due probably to the presence of an autogenous 
anticoagulant. The significance of this finding in cases 
of myocardial infarction treated with anticoagulants is 
discussed. J. B. Wilson 


533. Detection of Leukocyte Antibodies by the Comple- 
ment Consumption Test 

Z. JezKova, and J. Lipansxy. Blood 
[Blood] 14, 920-930, Aug., 1959. 10 figs., 27 refs. 


From the Institute of Haematology and Blood Trans- 
fusion, Prague, the authors describe a method for the 
detection of leucocyte antibodies in which the comple- 
ment in the patient’s own serum is used. The serum, 
which must not be inactivated, is mixed with a suspension 
of leucocytes, and after incubation at 37°C. for 60 
minutes the amount of residual complement present is 
titrated with a haemolytic system of sensitized sheep 
erythrocytes. The titre thus obtained is compared with 
that in another sample of the patient’s serum after in- 
cubation at 37° C. for 60 minutes without the addition 
of leucocytes. Full details of the preparation of reagents 
are given. It is important that the leucocyte suspension 
should be as dry as possible, that is, without any traces 
of the saline used to wash the cells, so as to avoid dilu- 
tion of the serum and the complement. As the prepara- 
tion of leucocytes may contain an admixture of erythro- 
cytes it might be objected that some reaction between the 
patient’s serum and erythrocytes would fix complement. 
However, it was found that this could not be demon- 
strated either in normal serum or in serum from patients 
with acquired haemolytic anaemia. It was also found 
to be important that enough antigen should always be 
present for the fixation of all the antibodies in the 


serum in order to obtain a maximum complement-fixa. 
tion reaction. Tests with inactivated serum showed that 
the titre was lowered considerably. 

Of 280 sera from healthy individuals, only 3-9°% gavea 
positive result, whereas of 105 sera from patients with 
various internal diseases, 7-6°% gave a positive result and 
of 78 sera from patients with various blood disorders, 
such as leukaemia, leucopenia, myelofibrosis, and pan- 
cytopenia, the result was positive in 23°%. 

The authors found that this complement-fixation test 
gave positive results more often than did the leucocyte. 
agglutination reactions. The method described was also 
successful in the demonstration of antibodies to platelets, 

R. F. Jennison 


MORBID ANATOMY AND CYTOLOGY 
534. A Rapid Cytological Method for the Diagnosis of 
Measles 


A. J. BEALE and W. CampsBeLt. Journal of Clinical 
Pathology [J. clin. Path.| 12, 335-337, July [received 
Sept.], 1959. 4 figs., 8 refs. 


During the spring of 1957, following an epidemic of 
measles the previous winter, specimens of nasal mucus 
from 32 children suspected of having measles in the pro- 
dromal stage were examined cytologically at the Public 
Health Laboratory, Newcastle upon Tyne. Smears were 
fixed in a 50:30 ether—alcohol mixture and stained by 
Papanicolaou’s method. In 13 patients who subsequently 
developed measles giant cells were seen in the nasal 
specimens, whereas in 10 patients who had measles no 
giant cells were found; however, in at least 5 of the 
latter group the specimens were inadequate. The re- 
maining 9 patients did not develop a rash and did not 
show giant cells. So far as is known, the presence of 
giant cells is specific for measles. The authors consider 
that this simple and rapid method of cytological examina- 
tion is of most value in the diagnosis of measles in the 
catarrhal stage. A. Wynn Williams 


535. Rheumatic-like Nodules Occurring in Nonrheu- 
matic Children 

E. C. Beatty JR. A.M.A. Archives of Pathology [A.M.A. 
Arch. Path.) 68, 154-159, Aug., 1959. 4 figs., 13 refs. 


Over a recent 10-year period at the Children’s Hospital, 
Denver, Colorado, subcutaneous nodules were removed 
from 9 children, aged 11 days to 9 years, in whom there 
was no evidence of rheumatic disease. The nodules 
were found on the limbs or on the scalp. Histological 
examination revealed foci of necrosis surrounded by 
fibroblasts and histiocytes, with scattered chronic in- 
flammatory cells. The author concludes that the simi- 
larity of these lesions to rheumatic nodules is note- 
worthy. ; 

[The photomicrographs reproduced show necrosis and 
a cellular “ palisade”’; these features are very rarely 
seen in rheumatoid arthritis in children (see Bywaters 
et al., Ann. rheum. Dis., 1958, 17, 278; Abstr. Wld 
Med., 1959, 25, 153) or in rheumatic fever.] G. Loewi 
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536. Eosinophils in the Thymus in Hyaline Membrane 

Disease (Respiratory Distress Syndrome) 

M. M. BLAcK and A. G. BALpI. Pediatrics [Pediatrics] 
24, 205-214, Aug., 1959. 7 figs., 11 refs. 

In the Department of Pathology, New York Medical 
College, the authors have assessed the degree of eosino- 
philic infiltration in the septa of the thymus gland in 
infants dying with hyaline membrane disease and in a 
group of infants of similar age dying from other causes. 
The intensity of eosinophilic staining of leucocyte masses 
was arbitrarily graded, and mature and immature cells 
were considered separately; the usual method of staining 
with haematoxylin and eosin was used. The series 
comprised 9 stillborn infants, 26 dying up to 96 hours 
after birth without hyaline membrane disease, 27 dying 
within 48 hours with hyaline membrane disease (all but 
one delivered vaginally), and 6 with either pneumonia 
and hyaline membrane or hyaline membrane without 
atelectasis dying within 60 hours of birth. [The high 
incidence of hyaline membrane disease in infants dying 
in the perinatal period implies some selection of cases, 
but the method employed is not stated.]} 

It was found that a moderate or marked degree of 
eosinophilia of the thymic septa was present in 74% of 
the infants with hyaline membrane, but in only 6% of the 
other groups of infants without hyaline membrane. 


PYAR 


es The degree of eosinophilia was shown to have no correla- 
we tion with birth weight or with duration of postnatal 
by survival. The authors discuss various possible explana- 
tly tions of these findings and suggest that the thymic eosino- 
sal philia may be related to the corticosteroid levels at birth, 
a citing evidence which indicates that the levels of circulat- 
the ing corticosteroids in full-term, vaginally-delivered in- 
rs fants are higher than in premature infants or infants 
a delivered by caesarean section. It is their opinion that 
of further studies of factors governing capillary permeability 
der and of the blood adrenal steroid levels in infants with 


hyaline membrane disease might be rewarding. ‘ 
E. G. Hall 


537. The Cells of the Human Adenohypophysis in 
Thyroid Disorders | 

C. Ezrin, H. E. Swanson, J. G. Humpurey, J. W. 
Dawson, and F. M. Hitt. Journal of Clinical Endo- 
crinology and Metabolism [J. clin. Endocr.) 19, 958-966, 


A Aug., 1959. 1 fig., 28 refs. 
al, The authors report from the University of Toronto 
= the results of cell counts performed on pituitary glands 
Stained by the iron and periodic-acid—Schiff technique, 
aa a method which permits the clear differentiation of five 
. - types of cell in the human adenohypophysis, designated 
ca" respectively «, 8, y, 5, and chromophobe cells; of these 
by B the B cells show the most intensive staining reaction and 
= are thought to be the site of production of thyroid stimu- 
mi- § lating hormone. The 5 cells are regarded as human 
te FB analogues to the gonadotrophic cells in the rat, while the 
a « cells are most probably the source of somatotrophin. 
: The authors’ previous studies of normal pituitary glands 
ey stained by this technique (J. clin. Endocr., 1958, 18, 917) 
— showed that in approximate figures the « cells constitute 


50-3°% of the total number, the f cells 13%, y cells 8-3%, 
8 cells 1-9 to 8-5°%, and chromophobes 23%. 
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In the present study the authors have investigated the 
pituitary glands obtained at necropsy from 14 patients 
with untreated myxoedema and 6 with untreated hyper- 
thyroidism. In the cases of myxoedema there was a 
statistically significant increase in the number of y cells 
(17-8+2-3%) and a significant decrease in the number of 
a cells (29-2+2-9%). The y cells contained vacuoles 
giving an intense staining reaction, a fact regarded by the 
authors as evidence that these cells are capable of produc- 
ing thyroid stimulating hormone. In the glands from 
the cases of hyperthyroidism no consistent cellular pattern 
could be distinguished. It is concluded that B cells and 
vesiculated y cells form thyrotrophin and that the 
pituitary gland in hypothyroidism differs markedly from 
that in hyperthyroidism. F. S. Freisinger 


538. Alimentary Histology in the Malabsorption Syn- 
drome following Partial Gastrectomy 

R. A. JosKe and J. B. BLAcKweLL. Lancet [Lancet] 2, 
379-382, Sept. 19, 1959. 5 figs., 27 refs. 


An investigation of 4 patients with intestinal mal- 
absorption after partial gastrectomy with gastrojejunos- 
tomy showed atrophic jejunitis in 3. The histological 
changes resembled those seen in the idiopathic mal- 
absorption syndrome; and it is suggested that the two 
conditions may be related.—[Authors’ summary.] 


539. The Fine Structure of the Glomerulus in Mem- 
branous Glomerulonephritis (Lipoid Nephrosis) in Adults 
H. Z. Movat and D. D. McGreGcor. American Jour- 
nal of Clinical Pathology [Amer. J. clin. Path.| 32, 109- 
127, Aug., 1959. 20 figs., 23 refs. 


In the Department of Pathology, University of 
Toronto, kidney biopsy specimens from 2 patients with 
the nephrotic syndrome were examined by both light 
and electron microscopy. The main change noted was 
a deposition of acidophil material outside the basement 
membrane. The electron microscope demonstrated that 
this deposit lay between the basement membrane and 
the covering epithelial cells. The deposit was thought 
to originate from a leak of protein through a basement 
membrane which was unduly permeable. The authors 
state that the changes in the basement membrane varied 
directly with the severity of the disease and that the 
changes in the epithelium of the glomerulus and tubules 
were probably secondary to them. J. B. Wilson 


540. Histologic Aspects of Subacute Glomeruloneph- 
ritis; with Special Reference to Proliferative Alterations 
in the Epithelium of Renal Tubules 

U. Garcia-CAceres. American Journal of Pathology 
[Amer. J. Path.| 35, 755-767, July-Aug., 1959. 10 figs., 
29 refs. 


The histological appearances of kidneys from 27 cases 
of glomerulonephritis associated with the formation of 
capsular epithelial crescents are reviewed in this paper 
from San Marco University Faculty of Medicine, Lima, 
Peru. Crescent formation was invariably associated 
with a characteristic proliferation of the proximal con- 
voluted tubular epithelium resulting in the formation of 
** increscences ’’. These were composed of tufts of cells 


which often completely occluded the lumen of the related 
tubule. The proliferating cells were spindle-shaped and, 
within the capsular space, were arranged parallel to the 
capsule. In the tubule, however, they grew without 
organized polarity. Hyperplasia of the tubular epi- 
thelium was a constant concomitant, and the epithelial 
cells often contained double nuclei with prominent 
nucleoli. The associated glomerular lesion showed a 
wide variation in structure, and this is held to indicate 
that the development of crescents, “* increscences ”, and 
tubular epithelial hyperplasia may occur at any time in 
the course of glomerulonephritis. A. W. H. Foxell 


541. Structure and Function in Diabetic Nephropathy. 
The Importance of Diffuse Glomerulosclerosis 

D. D. C. L. Prrant, J. F. R. C. 
MUEHRCKE, W. Mapuros, and R. M. Kark. Diabetes 
[Diabetes] 8, 251-256, July—Aug., 1959. 7 figs., 20 
refs. 


The authors of this paper from the University of Illinois 
College of Medicine, Chicago, discuss the clinical features 
and the nodular and diffuse intercapillary glomerulo- 
sclerotic lesions seen in a group of diabetic patients. 
Percutaneous needle biopsy of the kidney was carried 
out 63 times on 53 patients with and without clinical 
evidence of renal involvement. The lesions found were 
either nodular, as originally described by Kimmelstiel 
and Wilson, or diffuse. Nodular glomerulosclerosis 
was never found in the absence of the diffuse lesion, but 
diffuse glomerulosclerosis was seen in 18 biopsy speci- 
mens in which nodules could not be found. There was 
no correlation between the severity of the nodular lesion 
and the blood pressure. On the other hand hyperten- 
sion, renal failure, and proteinuria (the nephrotic syn- 
drome) were quantitatively correlated with the severity 
of diffuse glomerulosclerosis. 

’ The authors consider that much confusion would be 
avoided if the eponym Kimmelstiel—Wilson were con- 
fined to a histological lesion (nodular diabetic glomerulo- 
sclerosis) and not applied to a clinical syndrome, because 
the one does not appear to be the cause of the other. 

A. W. H. Foxell 


542. Extrahepatic Cholestasis. I. Histologic Changes 
in the Hepatic Interlobular Bile Ducts and Ductules in 
Extrahepatic Cholestasis. II. Histologic Features of 
Diagnostic Importance. il. Chronology of Histologic 
Changes in the Liver 

R. G. SHorter and A. H. BAGGENsTOsS. American 
Journal of Clinical Pathology [Amer. J. clin. Path.) 32, 
1-17, July, 1959. 3 figs., 27 refs. 

Obstructive jaundice may give rise to typical biochemi- 
cal and histological pictures, but preoperative diagnosis 
may present a difficult problem since the histological 
changes in the interlobular bile ducts which have often 
been described in the literature as associated with extra- 
hepatic cholestasis are frequently absent from biopsy 
specimens. 

In the first of the present series of papers the authors 
describe the hepatic changes seen in 63 consecutive 
biopsy specimens and 75 consecutive necropsy specimens 
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from patients in whom obstructive jaundice was proved, 
The commonest causes of obstruction in the biopsy cases 
were impacted stones (28), benign biliary stricture (16), 
and carcinoma of the head of the pancreas (11), and in 
the necropsy cases carcinoma of the head of the pancreas 
(23), other forms of carcinoma involving the bile ducts 
(25), impacted stones (16), and benign biliary stricture (9), 
The frequency of the various findings in the two series 
were as follows, the figures for the biopsy series being 
given first followed by those for the necropsy series in 
brackets. Normal interlobular bile ducts and ductules, 
45 (46); dilatation of interlobular bile ducts, 4 (6; 
dilatation with concentric fibrosis 2 (6); concentric 
fibrosis alone, 5 (0); true ductular proliferation, 6 (14); 
bile pigment in lumen of interlobular bile ducts, 1 (3). 
The generally accepted histological criteria of extra- 
hepatic obstruction would therefore not have been of 
much assistance in diagnosis in either series. Fibrosis 
was observed only when jaundice had been present for 
at least 180 days, and in only 2 cases was ductular pro- 
liferation in the liver marked. 

In the second paper the findings in the 63 biopsy 
specimens are considered in detail. In all, the normal 
lobular architecture of the liver was intact. In 60 cases 
intercellular bile plugs were present, and in all cases 
pigment was seen within the parenchymal and Kupffer’s 
cells. Inflammatory infiltration of the portal tracts was 
always found, mononuclear cells predominating and 
being the only cell type in 55 cases. All the specimens 
showed fibroblastic proliferation in the portal tracts and 
also necrosis of the parenchymal cells, which was zonal 
in 58 cases and focal in 5. The absence of inflammatory 
cells from areas of necrosis is considered to be of diag- 
nostic significance. The authors state that an accurate 
diagnosis on histological grounds alone was possible in 
80% of cases. 

In the third paper, based on a study of 37 biopsy and 
34 necropsy specimens of hepatic tissue from cases of 
obstructive jaundice selected according to rigid criteria, 
an attempt is made to trace the development of the 
lesions. The subjects ranged in age from 2 months to 
86 years. The earliest specimen was obtained by biopsy 
2 days after the onset of jaundice. This specimen and 
all the others showed some inflammation of the portal 
tracts, the degree not being related to the duration of the 
jaundice. In all the cell type was predominantly mono- 
nuclear. In all cases but one the intrahepatic bile ducts 
were normal. The degree of necrosis of cells and chole- 
stasis was also not related to the duration of the jaundice. 
Changes in the connective tissue, however, appeared to 
follow a definite chronological order. Within a week 
there was fibroblastic activity in the portal tracts, extend- 
ing into the parenchyma. After 30 to 50 days there were 
well marked spurs extending into the parenchyma which 
began to link the different portal tracts together after 
50 to 60 days. Between 60 and 100 days after the onset of 
jaundice collagen formation was seen in the portal 
tracts, in the spurs, and near some of the central veins. 
After 200 days collagenous linkage of the spurs and 
formation of bands was well established. Definite 
cirrhosis was first seen at 400 days. 

W. H. Horner Andrews 


543. 
maliar 
ag from } 
D. L. 
Journe 
clin. 
The 
lic H 
polior 
cultur 
kidne 
—in 
had p 
= sheets 
for iss 
All 
upon 
betwe 
lines, 
the 
cells 
cells) 
were 
kidne 
7 to th 
other 
differ 
lectic 
R. 
[Tubs 
atten 
Tas, ' 
four 
(“sp 
at th 
spec 
obta 
fast 
, had 
inclu 
evidi 
Léw 
Tl 
bett 
culti 
ei 
i of 7 
figui 


& 


SA 


Microbiology and Parasitology 


543. Comparison of the Sensitivity of Several Mam- 
malian Cell Types for the Isolation of Poliomyelitis Viruses 
from Man 

D. L. CHApwick, H. H. Wii, and E. H. LENNETTE. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.) 54, 409-416, Sept., 1959. 11 refs. 


The authors, working in the State Department of Pub- 
lic Health, Berkeley, California, attempted to isolate 
poliomyelitis virus from 85 specimens of stools, using 
cultures of 4 cell strains—human amnion, monkey 
kidney, HeLa, and KB (derived from a human carcinoma) 
—in order to compare the sensitivities of the strains to 
virus in clinical specimens. Type-1 or Type-3 virus 
had previously been obtained from every specimen. Cell 
sheets were grown in roller tubes, and standard techniques 
for isolation were used. 

All cell lines developed clear-cut cytopathic changes 
upon infection. No significant differences were found 
between the rates of recovery of virus in the different 
lines, but the results of confirmatory typing tests gave 
the impression that the virus multiplied more in some 
cells than in others (most in HeLa and least in amnion 
cells). However, the differences were small and they 
were eliminated by one passage in each case. Monkey 
kidney cell cultures appeared to be slightly more resistant 
to the toxic effect of some stool suspensions than the 
other cell strains, especially HeLa cell strains, but the 
differences again were not statistically significant. 

Janice Taverne 


lection in the Diagnosis of Pulmonary Tuberculosis 

R. H. ANpRrEews and S. RADHAKRISHNA. Tubercle 
[Tubercle (Lond.)] 40, 155- 162, June [received Aug.], 
1959. 5 refs. 


In this comparative study the sputum of patients 
attending the Tuberculosis Chemotherapy Centre, Mad- 
fas, was examined by smear examination and culture on 
four occasions, twice after collection of an immediate 
(“spot”) specimen produced on request by the patient 
at the clinic, and twice after an overnight (“‘ collection ”’) 
specimen produced in the course of several hours had been 
obtained. All patients (348) whose sputum showed acid- 
fast bacilli in at least one of the four specimens and who 
had had less than 2 weeks’ antituberculous therapy were 
included in the analysis; all of them also had radiographic 
evidence of pulmonary disease. The specimens were 
examined by fluorescence microscopy and by culture on 
Léwenstein—Jensen medium for 8 to 9 weeks. 

The overnight-collection method was found to give 
better results both by direct smear examination and on 
culture; thus the two “collection” specimens gave 
Positive results in 83-0°% of cases compared with a figure 
of 764% for “spot” specimens. The corresponding 
figures for culture were 97-4% and 94-0% respectively. 


Nevertheless it is felt that examination of “* spot ”’ speci- 
mens has certain advantages for diagnostic purposes, 
notably its simplicity and relative reliability under field 
conditions. A comparison with the results of examina- 
tion of sputum from patients with non-cavity disease or 
who had already received chemotherapy, in whom the 
sputum was less markedly positive, showed that “ col- 
lection ” specimens were superior. John M. Talbot 


545. Atypical Mycobacteria and Drug-resistant Tubercle 
Bacilli Isolated during a Survey of Untreated Patients with 
Pulmonary Tuberculosis 

J. B. SELKON and D. A. Mitcuison. Tubercle [Tubercle 
(Lond.)| 40, 141-154, June [received Aug.], 1959. 26 
refs. 


As members of the Medical Research Council’s Group 
for Research on Drug Sensitivity in Tuberculosis the 
authors have investigated (at the Postgraduate Medical 
School of London) the purity and identity of organisms 
growing on Léwenstein—Jensen medium which resembled 
Mycobacterium tuberculosis and which were resistant to 
streptomycin, isoniazid, and PAS. A total of 55 such 
strains were obtained during a national survey of the 
incidence of drug-resistant strains of tubercle bacilli 
isolated from over 1,000 patients with newly diagnosed, 
untreated pulmonary tuberculosis. Of these 55 strains 
7 were found to be atypical mycobacteria which were not 
either human or bovine strains of Myco. tuberculosis, 


- but which could be confused with them on routine diag- 


nostic culture. These 7 strains, together with an 8th 
strain obtained in a previous survey, were then closely 
investigated in respect of their bacterial and colonial 


- morphology, pigment production in the dark and day- 


light, cord formation, growth at various temperatures 
on various media, catalase and arylsulphatase production, 
methylene blue reduction, niacin production, neutral- 
red fixation, and thiosemicarbazone sensitivity. Animal 
virulence tests on guinea-pigs, rabbits, and mice were also 
performed, and the cultures were checked for the purity 
of the drug-resistant strain. 

One of the 8 strains was shown by animal pathogenicity 
tests to be Myco. tuberculosis var. avium, and the patient 
from whom it was obtained proved more sensitive to 
avian tuberculin than to human tuberculin. Of the 
other strains, 5 were photochromogenic atypical acid-fast 
bacilli having a high virulence for the mouse, a tendency 
to cord formation, and some degree of antigenic identity 
with tubercle bacilli. The 7th strain was a scotochromo- 
gen growing at low temperatures and avirulent for the 
mouse; it had been isolated from the patient on one 
occasion only in a mixed culture with a typical strain of 
bovine tubercle bacillus. The 8th strain closely 
resembled a true strain of Myco. tuberculosis, but 
differed from that organism in a number of minor but 
significant particulars, and its position remains doubtful. 
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The three most valuable aids to identification were con- 
sidered to be the colonial morphology on oleic-acid- 
albumin agar, the niacin test (in which a negative result 
is given by bovine tubercle bacilli as well as atypical 
mycobacteria), and the thiosemicarbazone sensitivity 
test, in which atypical strains show resistance. A sug- 
gested diagnostic scheme for the routine detection of 
atypical strains of mycobacteria is briefly outlined. 
John M. Talbot 


546. Single-disk Antibiotic-sensitivity Testing of Staphy- 
lococci: an Analysis of Technique and Results 

A. W. Bauer, D. M. Perry, and W. M. M. Kiry. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.) 104, 208-216, Aug., 1959. 8 figs., 15 refs. 


Because of differences of opinion as to whether the 
single-disk technique for determination of the sensitivity 
of micro-organisms to antibiotics, in which the result 
is judged by the size of the zone of inhibition, is better 
than the multiple-disk technique, in which different con- 
centrations of the antibiotic are used on successive 
disks, the authors set out to investigate more fully their 
method of the single-disk technique, which they have 
employed at King County Hospital (University of 
Washington), Seattle, for the past 6 years. The disks 
used are 6 mm. in diameter and contain a greater con- 
centration of antibiotic per disk than is usual in this 
method. A 90-minute culture of the test organism at 
37° C. in broth is streaked over agar in a Petri dish and 
after 5 to 30 minutes the disks are placed on the surface 
of the agar 3 or 4cm. apart. The results are assessed by 
plotting distribution curves of the numbers of strains of 
organisms showing various sizes of inhibition zone. 

In tests with chloramphenicol, tetracycline, and ery- 
thromycin it was found that the curve was saddle-shaped, 
there being one well-marked peak containing the sensitive 
organisms, which showed a large zone of inhibition, and 
another lesser peak which contained the resistant organ- 
isms, these showing a small zone of inhibition. The 
trough between the two peaks contained very few strains 
which the authors refer to as of intermediate sensitivity. 
Cross-tests by the tube dilution method gave a good 
correlation; thus with chloramphenicol only 3 out of 
108 strains tested by both methods gave different results. 
It was shown that 77°% of the 1,000 strains of staphylo- 
cocci tested were sensitive to chloramphenicol, 22°% were 
resistant, and only 1% fell in the intermediate zone. In 
regard to tetracycline, of 250 coagulase-negative and 250 
coagulase-positive strains of staphylococci tested, 53°% 
were resistant by the disk technique, 46°5°% were sensitive, 
and 0-5%% intermediate; of 50 of these strains tested by 
both methods, only 69% did not correspond. Lastly, of 
500 strains of coagulase-negative and 500 of coagulase- 
positive staphylococci tested against erythromycin, 63% 
were sensitive, 31°% resistant, and 6°% intermediate, an 
identical result by the tube dilution method being ob- 
tained in 98° of 50 strains tested. 

Similar results were obtained with penicillin and strep- 
tomycin, although here the two peaks were not so 
marked, especially with streptomycin. In regard to 
penicillin this less clear distribution could probably be 
explained partly on the ground that some of the resistant 
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organisms produced penicillinase and partly by the fact 
that variation in the size of inoculum affected the results 
more readily than with the other antibiotics. Among 
400 coagulase-negative and 400 coagulase-positive 
strains of staphylococci tested with penicillin there was a 
relatively high percentage of intermediate strains (10°), 
but the majority of these strains were coagulase-negative 
staphylococci; of the 400 coagulase-positive strains, 77% 
were resistant, 21°% sensitive, and only 2% fell into the 
intermediate category. The results with streptomycin 
were far less satisfactory, many strains falling into the 
intermediate range and separation of the sensitive and 
resistant groups being much less clear cut. One of the 
reasons for this result appeared to be variations in the 
potency of individual disks, as well as difference in 
inoculum size. Of 500 strains of coagulase-positive 
staphylococci exposed to streptomycin, 56°% were resist- 
ant, 31°%% sensitive, and 13°% were intermediate. The 
reactions to neomycin and bacitracin were also investi- 
gated, but as no strains have developed resistance to these 
antibiotics the distribution curves showed only a single 
peak. 

The authors conclude that ‘the single-disk technique 
gives results as good as, if not better than, those of the 
multiple-disk technique. They criticize the multiple- 
disk method because the low-concentration disks used 
for it are much more susceptible to variations in disk 


potency. In conclusion they claim that the single-disk — 


technique, provided care is taken to standardize the 
amount of antibiotic on the disks and the size of the zone 
of inhibition, which varies with each different antibiotic, 
gives a much clearer indication of the actual sensitivity 
of the organisms being tested. R. F. Jennison 


547. Fluorescent Antibody Staining of Rabies Virus 
Antigens in the Salivary Glands of Rabid Animals 

R. A. Gotpwasser, R. E. Kisstinc, T. R. Carskt, and 
T. S. Hosty. Bulletin of the World Health Organization 
[Bull. Wid Hith Org.] 20, 579-588, 1959. 4 figs., 5 refs. 


The authors, working at the Communicable Disease 
Center of the U.S. Public Health Service, Montgomery, 
Alabama, have devised a simple technique using rabies 
antibody conjugated with fluorescein for the demonstra- 
tion of rabies antigen in the brain and salivary glands of 
rabid animals. With this technique specimens can be 
processed, stained, and examined on the same day, and 
the results are said to agree well with the demonstration 
of Negri bodies in these tissues. Of 51 animals with 
Negri-positive salivary glands, virus was found in 49 and 
the fluorescence test, using smears from 6 different areas 
of each gland, was positive in 48. In the case of 94 
salivary glands which were Negri-negative and from 
which no rabies virus could be isolated the fluorescence 
technique also gave negative results. M. Lubran 


548. Contribution to the Study of the Action of Anti- 
biotics on Immunity. (Contribution a l’étude de l’action 
des antibiotiques sur l’immunité.) [Monograph] 

A. Fart. Annales de I’Institut Pasteur [Ann. Inst. 
Pasteur) 97, Suppl., 1-87, Nov., 1959. 1 fig., biblio- 
graphy. 
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549. Coronary Dilatation and Constriction Visualized 
by Selective Arteriography 

J. W. West and S. V. GUZMAN. Circulation Research 
[Circulat. Res.| 7, 527-536, July, 1959. 5 figs., 29 refs. 


Using a combination of coronary artery catheterization 
and selective angiography the authors, at the University 
of Pennsylvania, Philadelphia, studied the influence of 
various drugs, gases, and embolizing agents on the 
coronary vascular bed of dogs. The major branches of 
the coronary arteries were catheterized under fluoroscopic 
guidance through a carotid artery. The size and num- 
ber of vessels demonstrated by a known amount of radio- 
opaque medium (sodium and methylglucamine diatri- 
zoates) given before and immediately after a known 
amount of drug were compared. The drugs were 
sympathomimetic amines, parasympathomimetics, a 
ganglionic stimulant, musculotropic agents, and an 
embolizing agent (lycopodium), and the angiograms 
obtained demonstrated visible constriction and dilatation 
of the coronary vessels. G. B. West 


550. The Effects of Theophylline Ethylenediamine 
(Aminophylline) on the Coronary Hemodynamics of Nor- 
mal and Diseased Hearts 

G. M. MaxweLi, C. W. Crumpton, G. G. Rowe, 
D. H. Wuire Jr., and C. A. CastitLo. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 54, 
88-95, July, 1959. 25 refs. 


At the University of Wisconsin Medical School, 
Madison, the Fick principle was used to determine cardiac 
output and, with nitrous oxide, the coronary blood flow 
in three groups of subjects: (1) 14 normal persons; 
(2) 7 patients with “‘ pure” mitral stenosis; and (3) 6 
patients with cor pulmonale and 2 with myxoedema 
associated with cardiomegaly. After control measure- 
ments had been made 250 mg. of theophylline ethyl- 
enediamine (aminophylline) in 20 ml. of saline was injected 
into a coronary sinus catheter over a period of 20 minutes. 
Coronary blood flow was again measured and the tip of 
the catheter was rapidly transferred into the pulmonary 
artery in order to measure cardiac output. 

In Group 1 administration of aminophylline resulted 
in an increase in the respiratory exchange, the oxygen 
content of arterial blood, and oxygen extraction by the 
tissues and a decrease in the carbon dioxide content of 
blood and the right arterial pressure, but the cardiac 
Output was not altered significantly. The coronary 
blood flow fell by 10 ml. per 100 g. per minute (P<0-01) 
and there was a (calculated) increase in the coronary 
resistance (P<0-02). The oxygen content of the coron- 
ary sinus blood decreased (P<0-01). Group 2 showed 
the same general trend; while there was a significant 
decrease in the rate of coronary blood flow, coronary 
Tesistance showed little change, but the oxygen and 
carbon dioxide content of the sinus blood decreased 
significantly. In Group 3 fewer significant changes were 
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observed. These results confirm the clinical finding, 
that aminophylline has little or no beneficial effect in 
angina pectoris. 

[Cannulation of the coronary sinus in man is not 
always easy, and it is a pity that the authors do not give 
more details of their technique in this paper. They 
give no indication whether the cases reported represent 
the total of those in which cannulation was attempted.] 

W. H. Horner Andrews 


551. Some Pharmacological Properties of a Commer- 
cial Heart Extract 

C. M. Conway. Journal of Pharmacy and Pharmacology 
[J. Pharm. (Lond.)| 11, 477-484, Aug., 1959. 6 figs., 
11 refs. 


It has been reported that in the treatment of angina 
pectoris favourable results are obtained with “* recosen ”’, 
a protein-free, highly fluorescent, water-soluble extract 
made from the hearts of freshly killed pigs, horses, and 
sheep. At Charing Cross Hospital Medical School, 
London, experiments were carried out to determine the 
cardiac and other general properties of the extract. 

In spinal cats the extract caused a fall in blood pressure 
resembling that produced by histamine. The pressor 
and cardio-accelerator responses to adrenaline were 
increased by the extract, but those elicited by noradrena- 
line were not affected. This action was prolonged, the 
same effect being obtained 4 hours after a single dose 
as was observed after 10 minutes. Concentrations up 
to 1 ml. per litre greatly reduced the inhibitory action 
of both adrenaline and noradrenaline on the isolated 
rabbit duodenum. Doses of 0-1 to 0-5 ml. increased 
the coronary flow in the isolated rabbit heart, with a © 
marked decrease in the force of the beat.. The cardiac 
actions of adrenaline and noradrenaline were unmodified 
by concentrations up to 0-1 ml. per litre; concentrations 


- greater than this caused cardiac irregularities. Contrac- 


tures of the isolated frog rectus induced by acetylcholine 
were potentiated in a manner suggesting that the extract 
had a mild anti-cholinesterase activity. 

These actions of the heart extract could not be 
mimicked by solutions of flavine adenine dinucleotide 
(in concentrations up to 10 mg. per ml.) or by synthetic 
solutions of similar amino-acid and electrolyte concen- 
trations to those of the original extract and containing 
adenosine triphosphate, 2 wg. per ml. Norval Taylor 


552. Clinical Therapeutic Evaluation of Hydrochloro- 
thiazide (Hydrodiuril) 

G. ScHwartz, G. H. Stecuer, S. I. FisHMaAn, and A. 
FANKHAUSER. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 170, 2057-2060, Aug. 22, 1959. 
4 refs. 


At King’s County Hospital Center, Brooklyn, N.Y., 
hydrochlorothiazide was given for 4 months to 118 
patients (most of them out-patients) suffering from hyper- 
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tensive and arteriosclerotic heart disease and cirrhosis 
of the liver; a few patients with hypertension but without 
congestive cardiac failure were also included. 

In one group of 83 patients who had previously failed 
to respond to mercurial diuretics but had responded to 
chlorothiazide the hydro derivative was substituted for 
chlorothiazide in one-tenth of the dose, but no other 
change was made in the regimen. The remaining 35 
patients, none of whom had previously received chloro- 
thiazide, were started on hydrochlorothiazide in a dosage 
of 50 to 100 mg. twice a day depending on the severity 
of the heart disease. All other diuretic drugs were 
withdrawn; no potassium supplement was given and 
treatment was continuous. Minor adjustment of the 
dose was necessary in some patients, and a number 
required the drug 3 times a day. 

The response was highly satisfactory, good diuresis 
being the rule; only one patient needed injections of a 
mercurial agent additionally. Side-effects, which were 
uncommon, included epigastric distress (3 cases), a 
raised serum uric acid level (2 cases), painful knees (1 
case), and generalized pruritus (1). Hypokalaemia was 
not observed and none of the patients complained of 
weakness during treatment, in contrast to chlorothiazide 
therapy. In the 6 hypertensive patients without signs 
of congestive cardiac failure there was a fall in blood 
pressure of 50 to 80 mm. Hg systolic and 10 to 20 mm. 
Hg diastolic with hydrochlorothiazide, this being 
accompanied by a loss of weight of 3 to 5 Ib. (1-36 to 
2-26 kg.). Bernard Isaacs 


553. A Clinical Study of the Effects of Hydrochloro- 
thiazide on the Renal Excretion of Electrolytes and Free 
Water 

W. JANuUSZEwIcz, H. O. HEINEMANN, J. H. LARAGH, and 
F. E. Demartini. New England Journal of Medicine 


- [New Engl. J. Med.| 261, 264-269, Aug. 6, 1959. 3 figs., 


6 refs. 


The investigation described in this paper from Colum- 
bia University College of Physicians and Surgeons, New 
York, was undertaken to determine the effects of hydro- 
chlorothiazide on water and electrolyte excretion in 
human beings. The drug was given intravenously in a 
single dose to 10 patients in whom a water diuresis had 
been induced and the results were compared with those 
previously achieved with chlorothiazide and meralluride 
given under similar conditions. After administration of 
hydrochlorothiazide excretion of total water, of total 
solutes, and of the individual ions sodium, chloride, and 
potassium increased, but there was no increase in excre- 
tion of free water as occurs after administration of 
meralluride. Like chlorothiazide, the dihydro deriva- 
tive depressed the glomerular filtration rate a little. 
The pharmacological effect of 50 mg. was greater than 
that of 25 mg., but 100 mg. was no more effective than 
50 mg. WHydrochlorothiazide was 10 to 20 times as 
potent as chlorothiazide. Although chlorothiazide given 
intravenously has a uricosuric action, no such action was 
observed with hydrochlorothiazide. 

These findings suggest that hydrochlorothiazide is 
qualitatively similar in action to chlorothiazide, acting 


on both the proximal and distal renal tubules, whereas 
meralluride acts only on the proximal tubules. The range 
of usefulness and the disadvantages of the dihydro com- 
pound are similar to those of chlorothiazide itself. 

T. B. Begg 


554. Effect of Chlorothiazide Therapy on Serum Uric 
Acid and Uric Acid Excretion 

K. E. Monroe, L. H. Grant, A. A. SASAHARA, and D. 
LITTMANN. New England Journal of Medicine (New 
Engl. J. Med.) 261, 290-292, Aug. 6, 1959. 1 fig., 7 refs. 


In 9 patients undergoing long-term chlorothiazide 
therapy for various cardiovascular diseases at the 
Veterans Administration Hospital, West Roxburg, 
Massachusetts, the serum uric acid level and uric acid 
excretion were determined during treatment and 7 to 10 
days after chlorothiazide was discontinued. The serum 
uric acid level was high in 7 of the 9 patients during 
treatment (average 7-8 mg. per 100 ml.; range 3-9 to 
10-4 mg. per 100 ml.) and fell in every case at the second 
estimation 7 to 10 days after discontinuing the drug 
(average 6-0 mg. per 100 ml.; range 3-7 to 7-8 mg. per 
100 ml.). Chlorothiazide administration was resumed, 
and 6 weeks later the serum uric acid level was again 
rising. The urinary excretion of uric acid behaved in 
the opposite manner. Since there was no rise in blood 
urea nitrogen level the glomerular filtration was not 
significantly reduced, and it is suggested that chlorothia- 
zide (in these relatively low doses) blocked the tubular 
excretion of uric acid. 

None of the patients had a gouty diathesis or symptoms 
attributable to the hyperuricaemia. T. B. Begg 


555. Effect of Aspirin on Cutaneous Response to the 
Local Application of an Ester of Nicotinic Acid 

L. H. Truevove and J. J. R. DutuHie. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.| 18, 137-141, 
June [received Sept.], 1959. 6 figs., 8 refs. 


“ Trafuril”, a proprietary cream containing 5% by 


weight of a tetrahydrofurfuryl nicotinic acid ester, pro- 


duces an erythematous reaction when applied to the skin. 
This reaction, however, is not observed in patients 
with rheumatoid arthritis (Nassim and Banner, Lancet, 
1952, 1, 699). The present authors describe a study 
carried out at the Rheumatic Unit of the Northern 
General Hospital, Edinburgh, the results of which leave 
little doubt that the abnormal response in patients with 
rheumatoid arthritis is due to the ingestion of aspirin. 
One hour after administration of 10 gr. (0-65 g.) of 
calcium aspirin by mouth to 10 healthy subjects trafuril 
was applied to the skin of the forearm, and the reactions 
read at various intervals; a group of 10 controls were 
similarly tested without aspirin. Half an hour after 
the application of the cream the subjects given aspirin 
showed pallor or a faint blueness at the site, whereas the 
controls showed maximum erythema. In the former 
group erythema appeared 2 to 3 hours later, when the 
erythema in the controls was fading. When a similar 
experiment was carried out on 10 patients with rheuma- 
toid arthritis, with and without aspirin, the results were 
the same. An area of delayed erythema was seen at the 
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site of an intradermal injection of calcium aspirin (0-1 ml. 
of a solution containing 4 mg. per ml.) when trafuril was 
applied one hour later. The authors suggest that this 
action of aspirin may be related to its therapeutic effect 
in rheumatic fever and rheumatoid arthritis. 

K. C. Robinson 


556. The Influence of the Morphine Antagonist Leval- 
lorphan on the Respiratory Depressant and Analgesic 
Action of Pethidine. (Der Einfluss des Opiatantagonisten 
Lavaliorphan (Lorfan) auf die atemdepressorische und 
analgetische Wirkung von Pethidin) 

G. Hosst1 and G. BERGMANN. Schweizerische medizi- 
nische Wochenschrift [Schweiz. med. Wschr.] 89, 863-867, 
Aug. 15, 1959. 2 figs., 25 refs. 

At the University Surgical Clinic, Ziirich, a controlled 
trial was carried out on 30 patients who had been anaes- 
thetized before undergoing major surgery and intubation. 
All the patients were given pethidine intramuscularly in 
a dose of 1 mg. per kg. body weight, and in half the cases 
levallorphan was added to the injection in a dose of one 
part to 80 parts of pethidine. For 20 minutes after the 
injection each patient’s respiratory rate was recorded 
and the minute volume measured. The respiratory rate 
fell to a mean value of 41°% of pre-injection rate within 5 
minutes of the injection in those receiving pethidine alone, 
but to only 64% in those who had also been given 
levallorphan. Again, the use of pethidine alone de- 
pressed the minute volume to a mean value of 33% of 
the pre-injection level, whereas after levallorphan the 
corresponding figure was 61%. 

In a second trial pethidine or the pethidine—levallor- 


phan mixture was given for the relief of postoperative 
pain to alternate patients in a group of 96 cases. The 
analgesic effect of pethidine was not lessened by the 
addition of the antagonist. The number and severity of 
side-reactions following the two types of injection did 
not differ significantly. The authors therefore recom- 
mend the addition of levallorphan to pethidine given by 


injection in a ratio of 1:80. P. Mestitz 


557. The Influence of Three Phenothiazine Derivatives 
and of Amiphenazole on the Action of Methadone. Stu- 
dies with Two Algesimetric Methods in Untrained Human 
Subjects 

L.-O. Borftus and F. SANDBERG. Journal of Pharmacy 
and Pharmacology {J. Pharm. (Lond.)\ 11, 449-455, Aug., 
1959. 2 figs., 16 refs. 


The influence of the phenothiazine derivatives, chlor- 
Promazine, acepromazine, and mepazine, and of ami- 
Phenazole on the -analgesic action of methadone was 
Studied at Karolinska Institutet and Farmaceutiska 
Institutet, Stockholm, in 184 untrained healthy male and 
female subjects aged 20 to 25 years. Pain was elicited 


by two methods: (1) Radiant heat was applied to the 


unblackened skin of the forehead. The heat intensity 
was kept constant at 300 millicalories per square centi- 
metre per second and the analgesic effect was measured 


.as a prolongation of the time required to reach the pain 


threshold. (2) With a spring-loaded plunger type 
dolorimeter calibrated in grammes the pain threshold 
was determined as the pressure in grammes just neces- 


_Sary to cause pain when the plunger was pressed on the 


nail bed. The pain threshold was determined on a 
double-blind pattern 15 to 30 minutes before and one 
hour and 2 hours after administration of the drug, both 
methods being used simultaneously. The analgesic 
effect was computed as the post-medication deviation 
from the pre-medication threshold in groups of 11 to 13 
subjects. 

Both methadone and chlorpromazine had an analgesic 
action as tested by the radiant-heat method, with slight 
potentiation when the drugs were given together. Ace- 
promazine also had a probable analgesic effect tested to 
the radiant-heat method, but did not increase the action 
of methadone. Mepazine had no analgesic property and 
tended to antagonize the action of methadone. Ami- 
phenazole produced a significant degree of analgesia to 
the radiant heat, bui did not either potentiate or reduce 
that of methadone. By the mechanical method only 
chlorpromazine and a combination of methadone and 
amiphenazole could be shown to have any effect at all. 

There were no side-effects with mepazine, but chlor- 
promazine and acepromazine caused drowsiness, nasal 
congestion, orthostatic hypotension, palpitations, and 
nausea. Norval Taylor 


558. Comparative Acute Toxicity of Salts and Bases of 
Anesthetics 

S. MonasH and D. Gisps. Anesthesia and Analgesia; 
Current Researches {Anesth. Analg. curr. Res.| 38, 265-— 
266, July—Aug., 1959. 4 refs. 


The senior author has previously demonstrated (Mon- 
ash, J. invest. Derm., 1950, 14, 79) that the bases of local 
anaesthetic drugs produce more prolonged anaesthesia 
than do the salts on topical or subcutaneous administra- 
tion; he attributed this action to their slower elimination 
from the area, and argued therefrom that an anaesthetic 
base was probably less toxic than the corresponding salt. 
In the present investigation, carried out at the University 
of Miami, the authors have therefore compared the 
toxicity of a number of anaesthetic bases and their salts, 
the agents being amethocaine, cinchocaine, lignocaine, 
procaine, benoxinate, and pramoxine. The bases and 
salts respectively were dissolved in normal saline solution 
and administered by subcutaneous and intraperitoneal 
injection to mice. After intraperitoneal injection the 
toxic effects of the bases and salts of all the agents were 
similar, the MLDso for both being approximately equal. 
After subcutaneous injection, however, the salts were 
found to be appreciably more toxic than the bases, 
because of the slower rate of absorption of the latter. 

Mark Swerdlow 


559. Problems in the Evaluation of Drugs in Man. 
[Review Article] 

W. MopeLt. Journal of Pharmacy and Pharmacology 
[J. Pharm. (Lond.)| 11, 577-594, Oct., 1959. 1 fig., 
bibliography. 


560. The Historical Development of Clinical Therapeutic 
Trials 

J. P. Butt. Journal of Chronic Diseases [J. chron. Dis.) 
10, 218-248, Sept., 1959. Bibliography. 


561. Inhibition by Interferon of the Growth of Vaccinia 
Virus in the Rabbit Skin 

A. Isaacs and M. A. Westwoop. Lancet [Lancet] 2, 
324-325, Sept. 12, 1959. 1 fig., 6 refs. 


Interferon, a substance with many of the properties of 
a wide-spectrum viral antibiotic, was first described by 
Isaacs and Lindenmann (Proc. roy. Soc. B, 1947, 147, 
258). In experiments carried out at the National Insti- 
tute for Medical Research, London, a preparation of 
interferon obtained from rabbit kidney cells grown in 
tissue culture and subjected to 2 to 3 hours’ treatment 
with ultraviolet-irradiated influenza virus was found to 
protect rabbits against intradermal infection with vac- 
cinia virus. With large doses of virus, protection was 
complete when the interferon was given the day before 
the virus. With smaller doses protection was obtained 
when the interferon was given before or at the same 
time as the virus. Interferon prepared in chick cells 
was much less effective in protecting against the virus in 
the rabbit skin than was interferon prepared in rabbit 
cells. When the same preparations were tested in chick 
cells in vitro the converse was found to be the case. 

L. A. Elson 


562. A Simple Plaque Inhibition Test for Antiviral 
Agents: Application to Assay of Interferon 

J.S. PorterrietD. Lancet [Lancet] 2, 326-327, Sept. 12, 
1959. 3 figs., 6 refs. 


A simple plaque inhibition test for antiviral agents is 
described in this paper from the National Institute for 
Medical Research, London. A suspension of living 
chick-embryo cells in a nutrient medium is allowed to 
become firmly attached to a glass Petri dish by overnight 
incubation and is then flooded with appropriate dilu- 
tions of a virus for 2 hours to allow virus to infect the 
cells. The residual inoculum is replaced by nutrient 
agar, and a fish-spine bead dipped in the antiviral agent, 
interferon, is placed on the surface of the agar. The 
effect of the interferon is demonstrated by the develop- 
ment of a zone of inhibition of virus multiplication which 
is directly proportional to the concentration of inter- 
feron applied. 

This technique has been used to show the protective 
effect of interferon upon chick cells exposed to vaccinia 
and influenza viruses and those of yellow fever, West 
Nile, Bunyamwera, and Western equine encephalo- 
myelitis. L. A. Elson 


563. Erythromycin Prophylaxis: a Four Year Study 
R. A. Tipwet and D. Lewis. Antibiotic Medicine and 
Clinical Therapy {Antibiot. Med.| 6, 395-400, July, 1959. 


The study here reported from the University of 
Washington, Seattle, was designed to evaluate the 
efficacy of erythromycin in the prophylaxis of infections 
due to Group-A f-haemolytic streptococci. Erythro- 
mycin was given either as a syrup (125 mg.) or as a tablet 
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(100 mg.) once a day for 4 years (1953 to 1957 inclusive) 
to a group of children (varying in number from 41 in the 
first year to 70 in the 4th year of the study) aged from 3 
months to 15 years suffering from such diseases as cystic 
fibrosis, congenital heart disease, asthma, and recurrent 
respiratory infections. Throat: swabs were taken at 
monthly or bi-monthly intervals (except during the 
summer months) from the patients and also periodically 
from siblings or parents accompanying the patient. 

During the first 2 years there appeared to be an in- 
crease in the incidence of haemolytic streptococci, which 
had been low at the start of the experiment. However, 
during the first year all 3 strains isolated were of organ- 
isms originally present, and these were not completely 
eradicated until the dose was temporarily increased. 
During the second year 4 swabs yielded Group-A 
B-haemolytic streptococci; one of these strains had 
previously been isolated, but 3 apparently represented 
new infections. No haemolytic streptococci were iso- 
lated during the last 2 years. Although it was not 
specially studied, there appeared to be a decrease in the 
incidence of staphylococci. There was no evidence either 
from the patients or their families that a pathogenic 
staphylococcus was being implanted in the family or 
that a strain of staphylococcus resistant to erythromycin 
was being produced. No ill effects were observed as a 
result of the administration of the drug. It is concluded 
that erythromycin can be used as a substitute for peni- 
cillin in the prophylaxis of haemolytic streptococcal 
infection. 

[It should be noted that Group-A f-haemolytic strepto- 
cocci were isolated from only 2 of 120 children swabbed 
before treatment was started, so that the incidence of 
streptococcal infection in the group was low. The evi- 
dence that prophylactic treatment with erythromycin 
successfully prevented infection with these organisms is 
thus not very convincing.] C. Bruce Perry 


564. Antibiotic Sensitivities of Staphylococci Isolated 
Before and After Patients Were Given Antibiotics 

B. A. WAISBREN and C. L. STRELITZER. American Jour- 
nal of the Medical Sciences [Amer. J. med. Sci.) 238, 
202-210, Aug., 1959. 1 fig., 17 refs. 


To find out whether the administration of an anti- 
biotic to a patient infected with Staphylococcus aureus 
causes a change in the sensitivity of the organism towards 
that antibiotic coagulase-positive staphylococci from 50 
patients at the Milwaukee County General Hospital, 
Wisconsin, were studied. The patients were suffering 
variously from chronic bacteriaemia, chronic osteo- 
myelitis, and wound infections. Cultures were made 
before and after treatment’ with the antibiotic, and it is 
stated that “‘ the time between the two cultures was, in 
the majority of the cases, less than one month and the 
second culture was usually within a month after the 
antibiotic had been given”. The antibiotic sensitivity 
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of the organisms was measured by the tube dilution 
method, differences of even one tube in the end-point 
being noted. 

Each patient received, on average, 3 antibiotics, and 
there were 152 instances in which sensitivity determina- 
tions were made before and after the administration of 
one of 8 antibiotics. In 53 of the 152 instances there 
was no change in sensitivity of the organism to the anti- 
biotic given, in 42 it became more sensitive, and in 57 it 
became more resistant. In a number of cases the sensi- 
tivity of the bacteria to antibiotics unrelated to those 
administered was also determined. In 32 out of the 
127 instances no change was noted, while in 40 the second 
culture was more sensitive and in 55 more resistant to the 
control antibiotic. With certain individual antibiotics 
the proportions of strains initially sensitive which devel- 
oped increased resistance were as follows: streptomycin 
5/5, penicillin 8/9, erythromycin 9/13, chloramphenicol 
9/25, neomycin 9/14. With penicillin the second organ- 
ism isolated was in 4 cases found to be of a different 
phage type from the first. Of 17 cases in which the 
organism was originally sensitive to a single antibiotic 
given, the second culture was more resistant in 5. Of 27 
cases in which the organism was initially sensitive to 2 
antibiotics given, the second culture was more ‘Tesistant 
to one or both of the antibiotics in 14. 

The authors conclude from their findings that the 
administration of an antibiotic to a patient does not 
greatly influence the antibiotic sensitivity of staphylo- 
cocci infecting that patient, and that giving combinations 
of antibiotics does not appear to affect the subsequent 
development of resistance. 

[It should be pointed out that no valid conclusion at 
all can be drawn from the authors’ data for several rea- 
sons, of which the most important is that in very few 
cases was the possibility of reinfection with a resistant 
staphylococcus excluded by phage-typing. In the only 
4 instances in which the phage types were known a change 
in type was invariably found. The authors acknowledge 
this difficulty, but then proceed to ignore it. Further, 
the long intervals between cultures increased the chances 
of reinfection occurring, and the fact that the second 
culture was often more sensitive than the first to the anti- 
biotic given provides some evidence that it may have 
occurred. Also, a less than 4-fold difference in sensi- 
tivity cannot be taken as a satisfactory indication of a 
change in sensitivity.] Janice Taverne 


565. Mannomustine in Treatment of Leukaemias, Poly- 
cythaemia, and Malignant Disorders 

A. M. Bartow, J. T. Leeminc, and J. F. WILKINSON. 
British Medical Journal (Brit. med. J.| 2, 208-213, Aug. 
22,1959. 13 refs. 


The authors report from Manchester Royal Infirmary 
the results of treating 45 patients suffering from leukae- 
mia, polycythaemia, reticulosis, or malignant disease 
with mannomustine, a synthesized substance linking the 
actively cytotoxic chemical group f-chlorethylamine with 
the naturally occurring substance mannitol. In most 
cases the compound was given intravenously dissolved 
in saline or ascorbic atid solution in a strength of 10 to 
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20 mg. per ml. The maximum single dose was ultimately 
restricted to 100 mg. daily or every 2 days, the total 
doses varying from 800 to 1,800 mg. Gastro-intestinal 
side-effects such as anorexia, nausea, or vomiting were 
usual with doses above 100 mg. daily, and even when 
this dosage was not exceeded they occurred in 19 (42:2%) 
of the patients.. Severe, but in most cases transient, 
depression of bone-marrow function occurred 4 to 8 
weeks after treatment in about one-third of the patients. 
Aplastic anaemia or haemorrhage resulting from the 
thrombocytopenia was the principal cause of death in 
4 of the patients. 

A satisfactory response to treatment was obtained in 
only 2 of the 12 cases of chronic myeloid leukaemia, and 
it would appear that for this disease mannomustine is 
not as efficacious as other accepted agents now avail- 
able, such as “‘trillekamin’”’, busulphan, and demecolcine. 
Mannomustine appeared to be of some value in 2 of the 
3 cases of chronic lymphatic leukaemia, in 9 of the 10 
cases of Hodgkin’s disease, and in all 4 cases of poly- 
cythaemia. The 2 patients with Brill-Symmers disease, 
one of the 2 with reticulosarcoma, and one with multiple — 
myeloma all showed good symptomatic and some objec- 
tive improvement; it is suggested that further trials in 
such cases would appear to be worth while. In the 6 
cases of acute leukaemia relatively normal leucocyte 
counts, especially in patients with high initial counts, 
were achieved for 1 or 2 months, but no complete re- 
missions were obtained. Pain was temporarily relieved 
in 2 of the 5 patients with advanced carcinoma, but 
severe bone-marrow depression was frequent, and all 5 
died within 8 weeks of beginning treatment. 

A. Ackroyd 


566. Anti-tumour Action of 1:4-Dioxyphenyl-0:0-bis- 
diethylenediamide of Phosphoric Acid. (AnTu6nacruue- 
cKoe | ,4- 
dochopHoH 

I. M. Pessanovié, JA. M. TELENGATOR, and L. D. 
Procenko. Apxue [Tamoaozuu [Arh. Patol.] 21, 67-72, 
No. 6, 1959. 3 figs., 8 refs. 


A study of the effects of 1:4-dioxyphenol-0:0-bis- 
diethylenediamide of phosphoric acid (A-14) on rat 
sarcoma 45, Guérin carcinoma of rats, Brown—Pearce 
epithelioma of rabbits, and experimentally induced 
leucosis in fowls has shown A-14 to have a powerful 
inhibitory action on all the above tumours whether of 
epithelial or connective-tissue origin. In some series this 
inhibitory action was observed in 99-79% of cases. The 
drug was administered as a 1°% solution intravenously to 
rabbits, subcutaneously to rats, and intramuscularly to 
chickens. The therapeutic doses tolerated in these 
experiments were 15 mg. per kg. body weight for rabbits, 
30 to 45 mg. per kg. for rats, and 30 to 60 mg. per kg. 
for chickens. The respective lethal doses were found to 
be 40 to 70, 170 to 250, and 300 mg. per kg. body weight. 
A-14 induces profound changes in the nucleic acid 
metabolism of tumour cells, thereby interfering with their 
mitosis. Its main advantages over other ethylenamines 
are its low toxicity, high solubility in water, and absence 
of local reaction after subcutaneous inject ee aint 
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567. Residual Encephalopathy following Roseola In- 
fantum 

R. C. BurnsTINE and R. S. Paine. A.M.A. Journal of 
Diseases of Children [|A.M.A. J. Dis. Child. ] 98, 144-152, 
Aug., 1959. 2 figs., 11 refs. 


Six cases of hemiparesis acquired in association with 
roseola are described from the Children’s Medical 
Center, Boston. Of the 5 children who have been 
followed up, 3 are mentally retarded and 3 epileptic, 
while all have permanent hemiparesis. There were 5 
females and one male, ranging in age from 7 to 16 
months. All had convulsions, starting in one child 
(of 7 months) just before the rash appeared and in the 
others on the 3rd to the Sth day of illness, fever having 
been present for 24 to 48 hours. The seizures lasted 
from one to 16 hours. In 2 cases there was a family 
history of seizures in childhood. The cerebrospinal 
fluid was normal. An _ electroencephalogram was 
recorded at the onset in 3 cases, showing a generalized 
slowing of activity in 2 cases and localized slow waves in 
the left frontal area in the other. In one case the tracing 
was still abnormal at the age of 2 years, but had returned 
to normal at 24 years. Pneumoencephalography was 
performed in 3 cases 16 months to 7 years ‘after the 
attack and showed varying degrees of ventricular dilata- 
tion in all. 

The authors speculate on the pathogenesis of the 
seizures and discuss the following possibilities: (1) cerebral 
thrombosis; (2) anoxia; (3) post-infectious encephalitis; 
(4) a specific encephalomyelitis due to the roseola virus; 
(5) neuronal exhaustion; and (6) a single irreversible 
original lesion of vascular or other nature. No attempts 
were made to isolate a virus. Treatment was sympto- 
matic. 

[As the authors confess, the value of this paper is 
lessened by the absence of virus studies.] 

I. M. Librach 


568. Some Viral Central Nervous System Diseases: 
Laboratory Studies with Emphasis on Aseptic Meningitis 

N. KHOoBYARIAN, J. Draper, A. C. Dwyer, Y. K. S. 
Murty, and D. N. Wa.LcHer. A.M.A. Journal of 
Diseases of Children [A.M.A. J. Dis. Child.] 98, 15-23, 
July, 1959. 1 fig., 23 refs. 


During 1956 and 1957 a total of 245 patients with 
presumed viral involvement of the central nervous system 
were seen at the James Whitcomb Riley Hospital for 
Children, Indianapolis,.and in this paper the authors 
describe an attempt to recover the responsible virus and 
the detailed laboratory investigations in the 52 cases in 
which aseptic meningitis was diagnosed. [For details 
of the techniques and materials used the original paper 
should be consulted.] Altogether 117 cytopathogenic 
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agents were recovered on tissue culture. Poliomyelitis 
virus was isolated from 89 out of 100 cases of this disease 
in the series. Of the 52 cases of aseptic meningitis, 
Coxsackie virus was recovered from 16 and E.C.H.O, 
virus from 5. In 10 of these 21 cases there was a specific 
rise in neutralizing antibody titre to the virus isolated; 
high titres (1:64 or greater) were also present in 13 of 
23 patients who did not excrete virus. Of the 89 polio- 
myelitis viruses isolated, 82 were Type 1, one was Type 2, 
and 6 were Type 3. The Coxsackie viruses included 8 
of Type BS, 4 of Type B4, 3 of Type B2, and 1 of Type 
A9; the E.C.H.O. viruses included one of Type 7 and 
4 of Type 9. 

Of 77 cases of encephalitis, only one yielded an un- 
typable cytopathogenic agent on stool culture; spinal- | 
fluid culture in all 77 cases was negative. Complement- 
fixation tests on 41 paired sera from these patients failed 
to reveal antibody to Eastern and Western equine 
encephalitis, St. Louis encephalitis, or lymphocytic 
choriomeningitis. Untypable cytopathogenic agents 
were recovered from 4 out of 16 patients with miscella- 
neous disorders. 

With one exception there was no serological evidence 
that the illness in patients excreting E.C.H.O. virus was 
due to this organism, which is commonly found in 
healthy children. The authors state that the absence of 
virus in cases of aseptic meningitis did not exclude in- 
fection with other agents and that “a high level of 
multiple antibodies in the sera of children may indicate 
the occurrence of repeated infection with different types 
of enteric virus ” 

[This paper confirms the value of OE Sa investiga- 
tions in virus infections, especially those due to polio- 
myelitis virus.] I. M. Librach 


569. Salivary Gland Virus Disease. [Review Article] 
J. S. Netson and J. P. Wyatr. Medicine [Medicine 
(Baltimore)| 38, 223-241, Sept., 1959. 7 figs., biblio- 
graphy. 


570. Influenza, 1959—the Story of an Epidemic 
J. Fry. British Medical Journal (Brit. med. J.] 2, 135- 
138, Aug. 8, 1959. 2 refs. 


This is a remarkably detailed statistical analysis, as 
well as a general review, of the epidemiological and 
clinical features of the influenza epidemic of January- 
March, 1959, as seen in a general practice of some 6,000 
persons in a South-East London suburban area. The 
author has made similar investigations in his practice 
during 5 consecutive influenza epidemics since 1950-5 
and he shows that the family doctor is in an excellent 
position to study the natural patterns of an influenza 
epidemic. He himself manages to keep detailed records, 
and he considers that a combined morbidity survey by 
representative general practitioners throughout the coun- 
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try might give information about incidence and compli- 
cation rates which could provide a sound basis for effect- 
ive preventive and therapeutic measures. ~ 

The 1959 epidemic was shown to be due both to 
Type-A and Type-B virus, with Type A predominating. 
Over a period of 9 weeks 849 (14%) of the patients in 
the practice were diagnosed as suffering from influenza, 
only 34 of whom had had influenza in the Type-A 
epidemic of 1957. The disease attacked mostly school- 
children and adolescents, but pneumonia, bronchitis, 
and other chest complications occurred mainly in the 
elderly—in 73°%% of patients over 70 and in 36% of those 
aged 60 to 69. There were 3 deaths, all in patients over 
70 years of age. The age patterns of the epidemic were 
very similar to those of 1957. The incidence of chest 
complications was similar to that seen in previous 
winter epidemics of influenza, but was much higher than 
in the autumn outbreak of 1957. 

If the figures for this practice are representative of the 
country as a whole it is estimated that there were 7 to 
10 million cases of influenza in Great Britain during this 
period, with chest complications in almost one million 
cases and some 5,000 deaths. In view of the high com- 
plication rate in the elderly the advisability of vaccina- 
tion and of using prophylactic antibiotics in all cases of 
influenza in persons over the age of 70 should be 
considered. H. Stanley Banks 


571. Bacteriological, Virological, and 

Investigations and Clinical Findings in Cases of Acute 
Enteritis Observed during the Epidemic of ‘* Asian ”’ 
Influenza in 1957-8 in Children with a Significantly In- 
creased Level of Antibodies to the A/Singapore Virus. 
(Ricerche batteriologiche, virologiche ed immunologiche 
€ considerazioni cliniche su alcuni casi di enterite acuta 
osservati durante l’epidemia di “‘ asiatica” del 1957- 
1958 in bambini con significativo movimento anticorpale 
per il virus A/Singapore) 

E. SEGAGNI, N. ANSALDI, and N. NiGro. Minerva 
pediatrica [Minerva pediat. (Torino)) 11, 769-775, Aug. 
11,1959. 11 refs. 


An account is given of 4 cases of gastro-enteritis and 
3 cases of enteritis in children which were observed at 
the Regina Margherita ”’ Children’s Hospital, Turin, 
during the epidemic of Asian influenza in 1957-8. The 
patients’ ages varied from 14 months to 54 years. There 
were no signs of an infection of the respiratory tract, 
the main clinical features being diarrhoea, more or less 
violent pains in the abdomen, vomiting, dehydration, 
loss of weight, and high temperature. Apart from one 
case in which influenza virus Type A/Singapore/57 was 
isolated from the pharynx, all bacteriological and 
virological cultures were negative. On the other hand 
both complement-fixation and haemagglutination-inhibi- 
tion tests revealed a considerable increase in the ‘serum 
titre of antibodies against Type-A/Singapore/57 virus, 
with little or no increase in titre against Types A/PR 8, 
A/FM 1, and B/Lee. Further serological studies showed 
the absence of any increase in antibody titre against the 
Poliomyelitis, E.C.H.O., and Coxsackie viruses and 
against the adenoviruses. Franz Heimann 
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572. Infectious Hepatitis: Correlation of Clinical and 
Laboratory Findings, Including Serum Enzyme Changes 
O. BODANSKY, S. KRUGMAN, R. WARD, M. K. SCHWARTZ, 
J. P. Gites, and A. M. Jacoss. A.M.A. Journal of 
Diseases of Children [A.M.A. J. Dis. Child.) 98, 166-186, 
Aug., 1959. 5 figs., 35 refs. 


This paper from the Sloan-Kettering Institute and 
New York University College of Medicine reports a 
study of infective hepatitis induced artificially (with 
parental permission) in white and negro children aged 
5 to 10 years newly admitted to a state school for mental 
defectives. Doses ranging from 1 to 4 g. of a heated 
hepatitis virus preparation (Type WBRK 1) were given 
by mouth to 45 children, while 11 received no dose and 
acted as controls, remaining in contact with those who 
had received the virus. In addition, 10 subjects were 
given 0-1 g. of unheated virus of the same type and 13 
were given 0-1 g. of an unheated virus obtained from the 
stools of 3 patients 15 days before the onset of clinical 
hepatitis. The frequency and time of appearance of 
abnormal clinical and laboratory findings in the various 
groups were then studied. 

Because of the mental state of the children subjective 
symptoms could not be used in diagnosis, the clinical 
criteria for which were: temperature of 101° F. (38-3° C.) 
or higher for 24 hours occurring at least 30 days after 
the administration of virus; enlarged liver, and jaundice. 
The laboratory tests performed included determination 
of the serum bilirubin and alkaline-phosphatase levels, 
the thymol turbidity test, and estimation of the serum 
glutamic oxalacetic transaminase (G.O.T.), glutamic 
pyruvic transaminase (G.P.T.), phosphohexose isomerase 
(P.H.I.), and lactic acid dehydrogenase (L.A.D.) activity. 
All abnormal findings developing more than 50 days 
after the administration of virus were regarded as due 
to secondary infection. 

The concurrence of any three of the following—jaun- 
dice, enlarged liver, and increased thymol turbidity or 
serum isomerase or transaminase activity—was con- 
sidered evidence of activity. Of these, fever occurred 
least (57%) and increased serum enzyme values most 
frequently (95%). The rise in serum transaminase 
activity generally preceded and was greater than that in 
the isomerase value in the active stage of the disease, 
but was less during the incubation period. Transaminase 
was also more active than phosphatase, but a rise in the 
thymol turbidity value usually occurred later and lasted 
longer than that in G.O.T. activity, which was con- 
sidered the most useful single criterion for the diagnosis 
of infective hepatitis. The laboratory and clinical 
manifestations of hepatitis usually appeared 30 to 50 
days after the administration of virus. In 6 control 
subjects and 16 others who did not develop the disease 
during this period manifestations which appeared 60 to 
70 days after the time of infection were attributed to 
secondarily acquired infection. In general, fever pre- 
ceded a rise in the serum P.H.I. level, but jaundice 
followed it. Enlargement of the liver occurred as fre- 
quently before the rise in P.H.I. level as after it. The 
onset of jaundice and enlargement of the liver and the rise 
in thymol turbidity and serum bilirubin values followed 
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the rise in serum G.O.T. activity, but fever occurred as 
frequently before it. The order of appearance of the 
various symptoms and signs was the same in 9 cases of 
secondary hepatitis. The duration of abnormal findings 
was also studied, bilirubinaemia being the most transient 
sign and abnormal thymol turbidity the most persistent. 

The possibility of producing “ passive-active”’ im- 
munity was also studied in 29 children, all of whom were 
given 2 g. of the heated virus preparation, 9 serving as 
controls and the remaining 20 receiving 0-06 ml. of y 
globulin per lb. (0-132 ml. per kg.) body weight half an 
hour before the administration of the virus. Of the 
former, 4 developed evidence of hepatitis after 30 to 50 
days. Of the immunized group, fever occurred alone in 
12, enlargement of the liver in 3, and jaundice in 3. 
This incidence of symptoms was the same as in those 
controls in the first experiment who received no virus. 
The laboratory investigations revealed no signs of sub- 
clinical hepatitis in these patients. 

The authors conclude that in the diagnosis of infective 
hepatitis in children abnormal clinical and laboratory 
findings are of co-equal status. The fact that evidence of 
subclinical disease occurring within the period of 30 to 
50 days after active-passive immunization, as postu- 
lated by Stokes et al. (J. Amer. med. Ass., 1951, 147, 714; 
Abstr. Wid Med., 1952, 11, 95), was not found in the 
present study is possibly due to the use of different 
relative amounts of virus and y globulin or to lack of 
sensitivity of the laboratory tests available. 

[An excellent study, the moral justification of which 
must, however, be open to question.] J. M. Librach 
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573. Control of Tetanus Spasms by Administration of 
M 

M. A. Perustemn. Journal of the American Medical 
Association |J. Amer. med. Ass.| 170, 1902-1908, Aug. 15, 
1959. 2 figs., 13 refs. 


Meprobamate was given in the treatment of 39 patients 
with tetanus, including 20 heroin addicts, admitted to the 
Cook County Hospital, Chicago, over a period of 20 
months. There were only 4 children in the series and 
no cases of tetanus neonatorum were observed. The 
drug was administered intramuscularly in a dosage of 
400 mg. suspended in 5 ml. of polyethylene glycol every 
3to4hours. In the majority of cases spasms were con- 
trolled within 10 to 15 minutes and the drug remained 
effective for 3 to 4 hours. It is noteworthy, however, 
that although somatically evoked spasms were controlled, 
no improvement was observed in spasms evoked by 
visceral or proprioceptive stimuli. The drug was of 
little value when given by mouth. In addition to con- 
trolling the spasms by reducing polysynaptic trans- 
mission, meprobamate exerted a tranquillizing action, 
so that insulation of the patient’s room against noise 
and light was not necessary. In patients given mepro- 
bamate it was found possible to reduce the daily dose of 
barbiturates from an average of 18 to 24 gr. (1:2 to 1-5 g.) 
to 2 to 3 gr. (0-13 to 0-2 g.). 
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Of the 20 heroin addicts, 14 died, but there were only 
4 deaths among the 19 patients who were not addicted to 
heroin. This mortality was compared with that in a 
group of 51 patients treated before the introduction of 
meprobamate. There were 33 deaths in this group, 
including 26 among the 36 heroin addicts. Thus mepro- 
bamate did not bring about a reduction in the fatality 
rate in heroin addicts with tetanus. [As these patients 
usually suffer from a severe type of tetanus, with rapid 
onset of spasms, bulbar disease, and cachexia, it is not 
surprising that the condition often proves resistant to 
treatment even when modern techniques are employed.] 
A. Garland 


574. Occurrence of Serious Bacterial Infections since 
Introduction of Antibacterial Agents 

M. FINLAND, W. F. Jones Jr., and M. W. Barnes, 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 170, 2188-2197, Aug. 29, 1959. 16 figs., 
22 refs. 


The authors review the changing morbidity and mor- 
tality of infections encountered at Boston City Hospital 
(Harvard Medical School) between 1935 and 1957. 
Because of the immense volume of material available the 
study was limited to certain key years, as follows: 
1935 was selected as representing the pre-sulphonamide 
era; 1941 to show the changes brought about by the 
sulphonamides, but before penicillin became available; 
1947 to represent the period after penicillin and strepto- 
mycin had been fairly widely used, but before the advent 
of broad-spectrum antibiotics; 1951 to reflect the 
increasing use of broad-spectrum antibiotics; and lastly 
the alternate years 1953, 1955, and 1957 to define recent 
trends during which most antibiotics were being exten- 
sively used. The material comprised the records of all 
patients with septicaemia, meningitis, and empyema 
from whom pathogenic organisms were isolated, and 
also the records of all necropsies at which Staphylo- 
coccus aureus was isolated as the only or predominant 
organism. 

The proportion of necropsies yielding Staph. aureus in 
pure or nearly pure culture from one or more important 
sites increased from 7-4°% (of 435) in 1935 to 24-7% 
(of 904) in 1957, providing a crude index of the increasing 
significance of this organism as a major or contributory 
cause of death. The pneumococcus was the commonest 
cause of septicaemia in 1935, but in more recent years 
Staph. aureus and various Gram-negative bacilli have 
predominated. There was a similar change in the bac- 
terial flora of meningitis and empyema over the years, 
pneumococci and haemolytic streptococci in the earlier 
part of the period being replaced as predominant patho- 
gens by Staph. aureus, enterococci, and Gram-negative 
bacilli. From an analysis of the case fatality rates in 
serious infections it appeared that the antibacterial 
agents exerted their most favourable effect during the 
sulphonamide era, there being only slight further im- 
provement during the period when penicillin and strepto- 
mycin were becoming popular. Since then there has 
been a steady increase in morbidity and mortality due 
to organisms against which the drugs now available 
have only relatively slight activity. Mortality curves 
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show a recent rise among patients of all age groups 
except those under 10 years of age. 

[This authoritative survey should be read in its 
entirety.] D. Geraint James 


HELMINTHIC DISEASES 


575. Mesenteric Adenitis in Association with Ascariasis- 
H.S. K. SincHA. British Medical Journal (Brit. med. J.] 
2, 220-223, Aug. 22, 1959. 4 refs. 


So far as the author could ascertain the association of 
mesenteric adenitis with ascariasis has not previously 
been reported in the literature; he therefore describes 
5 such cases seen at the General Hospital, Colombo, 
Ceylon. In all 5 cases the clinical features were general- 
ized abdominal colic, nausea or vomiting, constipation, 
and pain, which was greatest in an ill-defined area on the 
right side of the abdomen. Temperature was normal or 
only slightly raised; on palpation of the abdomen 
guarding rather than rigidity was a constant feature. 
The cervical lymph nodes were not enlarged, but a poly- 
morphonuclear leucocytosis was present. In only one 
case was the correct diagnosis made before operation. 

In the first 3 cases laparotomy by paramedian incision 
was performed following a provisional diagnosis of 
appendicitis. In all 3 cases the operative findings were 
very similar, the most striking being the presence of a 
small volume of sticky yellowish fluid covering the 
intestine and peritoneum; this subsequently proved 
to be sterile, but contained polymorphonuclear leuco- 
cytes. Roundworms were present in the lower ileum, 
and there was segmental spasm of the intestine and 
enlargement of the mesenteric lymph nodes. In the 
other 2 cases a diagnosis of mesenteric adenitis was made 
before operation. In one of these cases a small amount 
of clear fluid was found in the peritoneal cavity. This 
patient had a previous history of roundworm infection, 
but no worms were seen in the intestine; as in the earlier 
cases microscopical examination of a mesenteric lymph 
node showed reactive hyperplasia. In the Sth case, 
also diagnosed as mesenteric adenitis, the same sticky 
yellow fluid was again found in the peritoneal cavity and 
there was segmental spasm of the intestine associated 
with the presence of about 75 large roundworms. Histo- 
logical examination of tissue biopsies showed lymphoid 
hyperplasia of the appendix with ova of Ascaris in the 
lumen, marked reactive hyperplasia of the mesenteric 
lymph nodes, and congestion of the omentum. Treat- 
ment with 1 oz. (28 ml.) of piperazine citrate syrup was 
given 2 to 5 days after laparotomy, and roundworms 
were ejected. Recovery was uneventful. 

The difficulty of differentiating clinically between acute 
appendicitis and mesenteric adenitis is stressed, but it is 
pointed out that if the latter is suspected an association 
with roundworms may be surmised by (1) the absence of 
a history of preceding upper respiratory infection; (2) a 
positive history of roundworm infestation; (3) a history 
of having begun anthelminthic treatment immediately 
preceding the onset of symptoms; and (4) other signs 
of hyperinfestation with Ascaris, these including drowsi- 
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ness, irritability, restlessness, or even convulsions. The 
author states that these cases show that the association 
between mesenteric adenitis and hyperinfestation with 
roundworm is definite, but the nature of the response is 
still obscure, although it may possibly be an allergic 
one. (Two further cases seen later, both diagnosed 
before operation, are mentioned in an addendum.) 
O. D. Standen 


PROTOZOAL DISEASES 


576. Abdominal Symptoms in Postnatally Acquired 
Toxoplasmosis. (Abdominelle Symptome bei postnatal 
erworbener Toxoplasmose) 

H. J. Kapewitz. Deutsche medizinische Wochenschrift 
oe med. Wschr.| 84, 1379-1384, July 31, 1959. 
20 refs. 


The author describes 8 cases of toxoplasmosis seen at 
the University Medical Clinic, Erlangen, between 1954 
and 1958, in which abdominal symptoms were a marked 
feature. The patients, 6 females and 2 males, including 
an 11-year-old schoolboy, ranged in age up to 65 years; 
3 of them were observed for 4 years, one for 3 years, and 
one for 2 years. In most cases the onset was insidious, 
with malaise and fatigue, followed weeks to months 
later by enlarged lymph nodes in the neck and in some 
cases a sore tongue. After a similar latent period 
headache, upper abdominal cramps, and constipation 
occurred and the liver became enlarged and tender, but 
visible jaundice was seen in only one patient, the school- 
boy. The spleen was also enlarged in 4 cases. One 
woman aged 65 years developed high fever, disorienta- 
tion, and an abnormal electroencephalogram. In most 
cases there was leucopenia, with in some cases an abso- 
lute preponderance of lymphocytes and monocytes. 
There were no deaths in the series, the disease in most 
cases running an afebrile chronic course. One 21-year- 
old woman was pregnant. 

Toxoplasma was not isolated in any case, the diagnosis 
being made on the positive results of serological tests 
(the S.F. (Sabin—Feldman) test and the complement- 
fixation reaction (C.F.R.); S.F. titres ranged from 
1:1,000 (regarded as significant) to 1:64,000, while 
C.F.R. titres ranged from 1:5 to 1:80, many being re- 
corded as + to +++. There was some correlation 
between the two tests. Treatment with “‘ daraprim ” 
(diamino-pyrimidine) in doses of 750 mg. and “ sup- 
ronal” was given to 3 patients, with some possible 
benefit in 2. (One patient, a 36-year-old woman showed 
negative titres to both tests after treatment.) No source 
of infection could be determined in any of the cases, but 
some of the patients kept domestic pets and birds (such 
as dogs, cats, and fowls) which may have been a possible 
source. The author [wisely] stresses that lengthy clinical 
and serological studies are necessary to differentiate 
between what constitutes reactivation in chronic, long- 
standing, latent cases. I. M. Librach 


577. Toxoplasmosis. [Review Article] 
G. E. Frrencu. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 80, 910-912, June 1, 1959. 32 refs. 
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578. Steroid Therapy and Tuberculosis 

H. Suusin, R. E. Lampert, C. A. HEIKEN, A. SOKMEN- 
SUER, and A. GLASKIN. Journal of the American Medical 
Association [J. Amer. med. Ass.| 170, 1885-1890, Aug. 15, 
1959. 6 figs., 12 refs. 


This paper from the Philadelphia General Hospital and 
the Rush, Germantown, and Wolffe Hospitals, Phila- 
delphia, describes the effect of prednisolone as an addi- 
tion to conventional chemotherapy in patients with acute 
and chronic tuberculosis. Treatment began with a 
divided dose of 50 mg. daily which was reduced to 15 
mg. by the 23rd day. Of 36 patients with acute disease, 
including 14 with miliary disease and 11 with tuberculous 
meningitis, 3 died within the first 72 hours and another 
later from encephalitis. The rest made good recoveries, 
with rapid alleviation of symptoms. Equally good results 
were obtained in 107 patients with chronic tuberculosis, 
of whom 20 had terminal disease, 21 allergic drug reac- 
tions, and 66 moderately or far advanced pulmonary 
disease. There were 5 deaths in the terminal group, the 


remaining 15 patients being improved. Of the allergic 


patients, one died after operation and one after a massive 
haemorrhage, but in the remaining 19 patients desensitiza- 
tion was accomplished and 7 underwent successful opera- 
tions. Of the patients with advanced disease, 6 died and 
24 showed no improvement, but the remaining 36 
benefited from the treatment, 4 undergoing operation 
successfully. Six cases of sarcoidosis were treated simi- 
larly, with excellent resolution. The danger is stressed 
of the reactivation of tuberculous disease by steroid treat- 


_ ment for other conditions. 


[No indication is given of the average duration of 
steroid therapy in any of the groups, though 2 patients 
with acute tuberculosis whose cases are outlined received 
prednisolone for 2 and 3 months respectively and one 
patient with chronic pulmonary tuberculosis received 
the drug for at least 6 months.] B. Golberg 


579. An Evaluation of the Specificity and Sensitivity 
of a Gel Double-diffusion Test for Tuberculosis: a Double- 
blind Study 

R. C. Partett and G. P. YOUMANS. American Review 
of Respiratory Diseases [Amer. Rev. resp. Dis.] 80, 
153-166, Aug., 1959. 5 refs. 


From Northwestern University Medical School, Chi- 
cago, the authors report their experience with a gel 
double-diffusion test for the detection of antibody 
against mycobacterial antigen in the serum of patients 
with tuberculosis. The sources of the specimens, which 
were unknown to the laboratory workers, included 
patients with tuberculosis, non-tuberculous subjects, 
and healthy students recently vaccinated with B.C.G. 
The method of antigen preparation from the H37Ra 
strain of Mycobacterium tuberculosis and the technique 
of performing the test in gel-diffusion tubes are described. 


Tuberculosis 
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Of a total of 1,652 specimens of serum examined, a few 
haemolysed, lipaemic, or infected sera gave false positive 
results and these were subsequently discarded. In the 
non-tuberculous group 10 out of 466 sera (2:1°%) gavea 
positive reaction, but as these 10 sera came from patients 
with 8 different disease entities the authors consider that 
no true false positive reactions had occurred. The 
non-tuberculous patients with a positive Mantoux reac- 
tion did not necessarily have a positive reaction to the 
gel-diffusion test, but in the subjects given B.C.G. 
antibody persisted at a low titre for 8 to 16 weeks 
after vaccination. In 9 cases of primary tuberculosis 
larger amounts of antibody were present than in those 
vaccinated with B.C.G. The 1,097 sera from patients 
thought to be tuberculous gave results which indicated 
that the more extensive the disease, the more likely the 
gel diffusion test was to be positive; for example, the 
test was positive in 320 (84-2°%) of 380 cases of advanced 
active pulmonary tuberculosis. 

As with most laboratory tests for antibody levels 
repeated tests were of more diagnostic value than a single 
test; thus of 83 cases for which more than one sample 
of serum was available, 36 showed an increase in antibody 
content in the second specimen, 30 showed no change, 
while in 17 the antibody content had decreased; in 26 
of these cases the second sample gave a positive when 
the first had given a negative result. The authors con- 
clude that the gel diffusion test for tuberculosis appears 
to be highly specific and suggest that it may become a 
useful diagnostic tool. A. E. Wright 


RESPIRATORY TUBERCULOSIS 


580. A Planned Study of Minimal Tuberculosis 

R. DouGiass, E. M. Meprar, N. S. LIncoLn, and 
E. B. BoswortH. Journal of Thoracic and Cardiovascular 
Surgery [J. thorac. cardiovasc. Surg.| 38, 191-208, Aug., 
1959. 10 figs., 5 refs. 


The authors discuss the results of rest in bed, chemo- 
therapy, and resection of residual lesions in 104 cases of 
active minimal tuberculosis seen at the Hermann M. 
Biggs Memorial Hospital, Ithaca, N.Y. Streptomycin 
and PAS were given to 60 patients and isoniazid in some 
combination to 43; one patient did not receive drug 
therapy. Drugs were given until there was maximum 
clearing radiologically, this taking place in under 4 
months in 36 cases, 5 to 8 months in 56, and over 8 
months in 11. Major complications of surgery occurred 
in 9% of the cases and minor complications in 13°%. 
There were no operative deaths. Examination of the 
resected specimens revealed multiple caseous lesions and 
parenchymal scarring in 103 of the 104 cases, the caseous 
lesion being the dominant factor in 83. In 48 specimens 
there was evidence of cavity formation, this being open 
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in 14, “ filled in” in 30, and largely a scar in 4. A 
neutrophilic reaction was seen in half of the necrotic 
lesions; in the authors’ view liquefaction is induced, in a 
large part at least, by such a reaction. Bronchial con- 
nexion with a necrotic focus was found microscopically in 
49 cases; the authors consider that with more careful 
study it would be found that the bronchi are intimately 
associated with most necrotic lesions, a factor which may 
lead to bronchogenic spread later. Pneumonic foci 
interpreted as recent bronchogenic spread were found in 
10 cases receiving chemotherapy. No relationship was 
observed between the duration of chemotherapy and the 
morbid anatomical features. G. M. Little 


581. The Use of Prednisone in Primary Tuberculosis in 
Children 

K. W. Lavers and J. C. Roperts. Tubercle [Tubercle 
(Lond.)] 40, 173-176, June [received Aug.], 1959. 7 refs. 


Corticosteroids may have a beneficial effect on a variety 
of tuberculous lesions when given in conjunction with 
antituberculous drugs, and this pilot study from Harefield 
Hospital, Middlesex, records the effect of combined 
therapy in uncomplicated primary pulmonary tuber- 
culosis. 


evels Eight boys and two girls varying in age from 18 
ingle § months to 10} years were given streptomycin and 
mple § isoniazid or PAS and isoniazid for periods varying from 
body 8weeks to 6 months; prednisone, in doses of 24 or 5 mg. 
ange, daily according to age, was then given in addition to 
in 26 § chemotherapy for 3 to 12 weeks. The authors state that 
when 7 out of 10 patients showed radiological improvement, 
con- varying in degree from “ slight ” to “‘ great”. No side- 
pears effects were observed apart from slight mooning of the 
me a face in 2 patients. 
ght [The implication that prednisone caused the improve- 
ment cannot be justified on the evidence presented; no 
concurrent control group of patients was studied; no 
account was taken of the natural history of this form of 
tuberculosis, in which pressure upon the bronchial tree 
by lymph nodes usually occurs within 3 to 6 months of 
4 the development of the primary lesion and in which 
otal improvement would be expected after 6 months; and 
_ the dosage of prednisone was inadequate.] 
Aus., R. M. Todd 
emo- 582. The Treatment of Active Pulmonary Tuberculosis 
es Of B with Phenylbutazone. (Zur Behandlung der aktiven 
n M. § Lungentuberkulose mit Butazolidin) 
nycim E.G. Ewert. Schweizerische Zeitschrift fiir Tuberkulose 
some und Pneumonologie (Schweiz. Z. Tuberk.] 16, 65-87, 
drug § 1959. 23 figs., 31 refs. 
og Several favourable reports have appeared in the past 
ver § 5 years on the effects of phenylbutazone in the treatment 
urrel  armmagty tuberculosis, and in particular of pleural 
° ions. 
ew In the study here reported from the Dr. Heim Sana- 
5 ent torium, Berlin, the results in 100 patients suffering from 
soon advanced pulmonary tuberculosis who were given phenyl- 
iio butazone in addition to the usual combined antitubercu- 
open lous chemotherapy are described. In 74 of the 100 


patients there was extensive bilateral disease, which either 
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failed to regress or was still progressing after a minimum 


of 8 weeks of conventional drug treatment. The dosage 
of phenylbutazone was 0-6 g. injected intramuscularly 
three times a week for an average period of 11 weeks. 
Over half the patients showed considerable radiological 
improvement which, according to the author, was clearly 
due to the addition of phenylbutazone, while the 37 
patients in whom the drug was ineffective had mainly 
long-standing fibrotic disease or were harbouring drug- 
resistant organisms. 

Complications were relatively few; thus in 9 cases the 
treatment had to be stopped on account of upper ab- 
dominal symptoms and another 7 patients complained 
of giddiness and epigastric fulness, which did not, how- 
ever, necessitate withdrawal of the drug. 

[The rationale of the treatment is the anti-inflammatory 
action of phenylbutazone, similar to that of the corti- 
costeroids. The clinical results, although suggestive, 
suffer from the lack of a control series.] 

A. J. Karlish 


583. The Use of Trypsin and Chymotrypsin, Singly or 
Together, in the Treatment of Tuberculosis. (L’impiego 
della tripsina e della chimotripsina da sole od associate 
in terapia antitubercolare) 

C. Grassi, R. and G. PERNA. Giornale 
italiano della tubercolosi [G. ital. Tuberc.] 13 215-220, 
July—Aug., 1959. 2 figs., 7 refs. 


This report from the Tuberculosis Clinic of the Uni- 
versity of Milan describes the effect of trypsin and chymo- 
trypsin given by the parenteral route in the treatment of 
pulmonary tuberculosis in 49 cases, both early and 
chronic. Trypsin, chymotrypsin, or a mixed prepara- 
tion was given in addition to the standard antituberculous 
drugs. The dose of each enzyme was 5 mg. when given 
separately and 2-5 mg. when given together. The usual 
investigations were carried out and ventilatory measure- 
ments made in all cases. The results reported are those 
seen on the 15th day of observation and must there- 
fore be regarded as preliminary impressions. These 
were extremely favourable, particularly in recent exuda- 
tive cases [but it should be noted that the total period of 
treatment is not stated and that no control series was 
studied]. The association of trypsin and chymotrypsin 
appears to have given the best results. A. J. Karlish 


A. W. T. Eape, G. K. Harrison, S. E. LARGE, 
J. MaAcKAyY-Dick, L. Rem, and R. W. Rippett. Thorax 
[Thorax] 14, 104-112, June [received Aug.], 1959. 
28 refs. 

Lung resection specimens obtained from 59 cases of 
tuberculosis among Gurkha soldiers sent to England from 
Malaya, Hong Kong, and Singapore for treatment were 
examined bacteriologically and the bacterial content 
considered in relation to the type of lesion present and 
the duration of chemotherapy. Preoperative treatment 
had consisted in streptomycin, 1 g., and isoniazid, 
200 mg., daily for several weeks followed by similar 
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doses on alternate days for up to 2 years. Only in 5 
cases had lobectomy been performed, segmental or 
wedge resection being carried out in the remainder. 
Tubercle bacilli were recovered from the operation 
specimen in 3 of 5 cases of persistent cavitation, in 2 
of 34 of inspissated cavitation, and in 2 of 20 cases in 
which there were solid foci only. In general, the longer 
the duration of chemotherapy before resection, the less 
was the chance of recovering tubercle bacilli, but viable 
tubercle bacilli were recovered in 2 cases after 14 and 16 
months of chemotherapy respectively, and the organisms 
in 2 of 3 cases in which viable tubercle bacilli were 
recovered from persistent cavities were resistant to 
isoniazid and streptomycin. J. Robertson Sinton 


585. A Concurrent Comparison of Home and Sana- 
torium Treatment of Pulmonary Tuberculosis in South 
India 

TUBERCULOSIS CHEMOTHERAPY CENTRE, MADRAS. Bul- 
letin of the World Health Organization [Bull. Wid Hlth 
Org.) 21, 51-144, 1959. 12 figs., 46 refs. 


In India, as in most under-developed countries, the 
tuberculosis problem is aggravated by an acute shortage 
of sanatorium beds. The number of active cases of 
tuberculosis in the country has been estimated at 24 
million, but only 23,000 tuberculosis beds are available. 
In these circumstances great importance attaches to the 
possibility of applying mass domiciliary chemotherapy as 
a substitute for sanatorium treatment in cases of pul- 
monary tuberculosis. The findings of the present study, 
based on a comparison of the two types of treatment over 
a period of 12 months, show that despite the manifest 
advantages of sanatorium care—rest, adequate diet, 
nursing and supervised medicine-taking—the merits of 
domiciliary chemotherapy are comparable to those of 
sanatorium treatment, and that it would therefore be 
appropriate to treat the majority of patients at home, 
provided an adequate service were established.— 
[Authors’ summary.] 


586. Cardiac Failure in Cor Pulmonale Due to Pul- 
monary Tuberculosis. [In English] 

J. Wipmsky, A. VALACH, R. Despar, Z. K. 
BERGMANN, Z. VysLouZziL, and M. Luxkes. Cardiologia 
[Cardiologia (Basel)] 35, 154-170, 1959. 8 figs., 39 refs. 


The problem created by the occurrence of cor pul- 
monale during the course of chronic pulmonary tuber- 
culosis, a comparatively rare complication, is the subject 
of this careful report from the Institute for Cardiovascular 
Diseases, Prague. The haemodynamics of the pul- 
monary circulation in 41 cases of this complication seen 
during 1957 and 1958 were investigated clinically, 
electrocardiographically, radiologically, and by catheter- 
ization of the lesser circulation. 

The results may be summarized as follows: (1) Cardiac 
failure was seen in patients with the longest duration of 
tuberculous disease. (2) Patients with decompensated 
cor pulmonale had a greater degree of pulmonary hyper- 
tension and more severe hypoxaemia than patients with 
compensation. (3) No differences in pulmonary blood 
flow were found between different groups with decom- 


pensated, compensated, or incipient cor pulmonale, 
(4) The erythrocyte count, haematocrit value, total cel] 
volume, and haemoglobin level also showed no differ. 
ences between these groups. (5) The inhalation of oxy. 
gen for 10 minutes or longer led to a fall in the pulmonary 
arterial pressure in most patients, but this was the result 
of a fall in cardiac output with consequent diminution of 
the pulmonary blood flow, so that pulmonary resistance 
either did not change or actually increased. (6) The 
injection of 20 mg. of “ priscol ” (tolazoline hydrochlor- 
ide) directly into the pulmonary artery produced in all 
cases a fall in pulmonary arterial pressure accompanied 
by a marked diminution in peripheral resistance, in spite 
of a parallel increase in cardiac output. The authors 
conclude that these findings suggest that the following 
factors operate in congestive failure resulting from chronic 
pulmonary tuberculosis: (a) pulmonary hypertension 
from the anatomical restriction of the pulmonary bed; 
(b) hypoxaemia; and (c) some degree of functional vaso- 
constriction, which can be prevented by the administra- 
tion of tolazoline. 

_ In the authors’ experience congestive heart failure in 
pulmonary tuberculosis affects mainly those patients 
with extensive bilateral fibrotic disease, and failure in 
previously compensated patients is usually precipitated 
by acute respiratory infections or fresh changes in the 
lung parenchyma. A. J. Karlish 
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587. Results Obtained with Modern Methods of Treat- 
ment of Tuberculous Meningitis in the Ukraine. (Pe- 
6onbHEIX MCHHHTHTOM Ha YKpaHuHe) 
M. A. KieBanov. J7eduampua [Pediatrija] 37, 39-44, 
Aug., 1959. 6 refs. 

The capacity of the derivatives of isonicotinic acid 
(isoniazid or “ phtivazid”) to penetrate the tissue 
barrier with ease and consequently to be present in 
high concentrations in the cerebrospina! fluid (C.S.F.) 
after oral administration has opened up the possibility 
of treating tuberculous meningitis without resorting to 
intrathecal injections of streptomycin. This new 
method was first employed in the U.S.S.R. in 1955, and 
has been in use in the Ukraine since 1956. The Ministry 
of Health of the U.S.S.R. has laid it down that all 
patients with tuberculous meningitis diagnosed not later 
than the 10th day of the disease in whom the symptoms 
are mild or moderately severe and who have no disturb- 
ances of consciousness or clinical complications may 
be treated without intrathecal injections. Treatment 
is as follows. Streptomycin is given intramuscularly 
daily for 1 to 2 months and thereafter every other day. 
PAS is not given during the first 2 weeks, owing to the 
risk of nausea and vomiting. The daily dosage of 
isoniazid is high (Serebriiskii has recommended 90 to 
100 mg. per kg. body weight) for the first 2 months, 
after which it can be lowered to the usual therapeutic 
level. If there is a tendency to vomiting the drug may 
be given in rectal suppositories, using 14 times the above 
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dosage. It is also important to give vitamins, especially 
ascorbic acid, aneurin, and pyridoxine. The more 
rapid clearing of symptoms obtained with the new method 
gives no grounds for terminating antibiotic treatment, 
which should be continued for not less than 8 to 12 
months. 

Of 273 children and adolescents treated as above 
without intrathecal injections, only 3 (19%) died, whereas 
of 371 patients of similar age (4 to 17 years) treated in 
1955 by the old method, 18 (4:8°%%) died. In the former 
group relapse occurred in 7 cases (2-5%), including 4 
children. The number of children dying from a relapse 
within a year of apparent cure by the old method was 
64% of the total. In 63-1% of the patients treated by 
the new method the temperature was normal at the end 
of 2 months compared with 11-2°% of the group treated 
by intrathecal injection. Also 82-7°%% of the non-intra- 
thecally-treated group had lost their meningeal symptoms 
at the end of 2 months as against only 53-7°% of the 
earlier group. The C.S.F. became normal in 2 months 
in 41-7°% of the former compared with 21-3% of the 
latter. 

In very severe cases and in those which have already 
received prolonged treatment with isoniazid for tuber- 
culosis (in which there is a possibility of resistance to 
the drug) intrathecal streptomycin is recommended, 
at least at the beginning of treatment, 10 to 15 such 
injections being probably sufficient, given at first daily 
and then on alternate days. In severe cases and those 
not responding well to antibiotics cortisone or ACTH is 
often effective, though some patients react unfavourably 
to the latter owing to exhaustion of the adrenal glands. 
Pinskaya opposes the use of desensitizing therapy in the 
first months of treatment, though at a later stage it has 
a definite place in the management of these patients. 
Even after the return of the C.S.F. to normal with full 
clinical recovery the patient should be guarded from 
mental overwork. L. Firman-Edwards 


588. The Present and Future Position in the Treatment 
of Tuberculous Meningitis in Children. (Cospemenxoe 
y 

M. P. Pontronova. /7podaeme: Tydepxyaesa [Probl. 
Tuberk.) 37, 22-27, No. 5, 1959. 2 figs., 8 refs. 


. The author reviews the results of the treatment of 
tuberculous meningitis in children in the U.S.S.R. since 
1947. Up to this date the death rate was close to 100%. 
Between 1947 and 1949 the introduction of treatment with 
Streptomycin alone, given intramuscularly and intra- 
thecally, raised the survival rate to between 33 and 
50%. In the period 1950-2 the addition of PAS to 
streptomycin increased the survival rate to between 70 
and 82%, while from 1952 to 1956, following the intro- 
duction of isonicotinic acid derivatives, the rate rose to 
90 to 96°%%. Since 1956 streptomycin has generally been 
given only intramuscularly or as an aerosol, and from 
some centres recovery rates of 100°% have been reported. 
In the earlier periods the results depended very largely 
> the promptness of diagnosis and on the age of the 
ild. 


189 


The following results are reported from the author’s 
own Clinic for the various periods. (1) In 1947-9 treat- 
ment with streptomycin intrathecally and intramuscu- 
larly gave a recovery rate of 45-6%. (2) In 1950-2 
streptomycin together with PAS and isoniazid resulted 
in a recovery rate of 82%. (3) In the period 1953-5 
treatment was as in Group 2 and the recovery rate rose 
to 91:1%. (4) Lastly in the most recent period, 1956-8, 
the combined use of isoniazid, PAS, and intramuscu- 
lar streptomycin resulted in a recovery rate of 90-9%. 
The total number of patients treated since 1947 was 
185, of whom 47 died. The year-by-year results are 
presented graphically. The proportions of patients 
who recovered without complications in relation to the 
total number who recovered in each of the above groups 
were as follows: (1) 13 out of 26 (50%); (2) 30 out of 
41 (75%); (3) 20 out of 31 (66%); and (4) 33 out of 
40 (82°%). 

Follow-up examination of the earlier cases over periods 
ranging from 3 to 12 years showed the following late 
effects: recurrence of the meningitis (7 cases), epilepsy 
(5), obesity (2), diabetes insipidus (3), and impaired 
intellect (10). In the hope of preventing many of these 
complications intrathecal therapy has been dis- 
continued. The importance of counteracting cerebral 
oedema in the early stages is stressed, and for this corti- 
sone has proved useful. The author again emphasizes 
that early diagnosis confirmed by lumbar puncture is all- 
important and considers that the best method of treat- 
ment for future cases is PAS and isoniazid (“ phtiv- 
azid”’) orally together with streptomycin intramus- 
cularly over a period of 6 to 9 months. 

. Margot G. Dunlop 


589. Treatment of Tuberculosis of the Spine 
M. C. Wirkinson. British Medical Journal (Brit. med. 
J.] 2, 280-282, Aug. 29, 1959. 5 refs. 


The treatment of tuberculosis of the spine is discussed 
in the light of the author’s very wide experience at Black 
Notley Hospital in cases treated there over a period of 
more than 25 years. It was noted that before the 
advent of antibiotics the prognosis with conservative 
treatment for disease in the lumbar spine was good; 
in contrast, fewer than half the patients with thoracic 
or thoraco-lumbar lesions obtained a satisfactory result. 
With the advent of antibiotics a large number of patients 
with the more severe lesions for which the prognosis | 
was poor were treated by evacuation of the abscess and 
necrotic material under antibiotic cover. In most of 
these patients the results were excellent; indeed they 
were better than in patients with lesions considered: 
be more favourable who received rest and chemotherapy 
alone. The average duration of treatment of the patients 
subjected to surgery was just over 9 months. The 
operative mortality was nil and the only important 
complication was tension pneumothorax. A follow-up 
study revealed that the mortality was 2%, whereas 
before the introduction of antibiotics it was approxim- 
ately 30%. 

In the author’s view the direct approach to the vertebral 
body with evacuation of the diseased material ensures a 
more rapid and more certain recovery. Peter Ring 


|| 

ile, 

ell 

er- 

Ky- 

ary 

ult 

of 

nce 

The 

or- 

all 

ied 

vite 

ors 

ing 

nic 

ion 

ed; 

Ta- 

in 

nts 
in 

ted 

the 

h 

at- 

Pe- 

44, 

cid 

sue 
in 

F.) 

lity 

to 

1ew 

and 

stry 
all 

ater 

yms 

irb- 

nay 

ent 

arly 

lay. 

the 
of 

to 

ths, 

utic 

nay 

ove 


Venereal Diseases 


590. Treatment of Venereal Disease outside the Hospital 
Service 

VENEREOLOGISTS’ GROUP COMMITTEE OF THE BRITISH 
MEDICAL ASSOCIATION IN ASSOCIATION WITH THE BRITISH 
COOPERATIVE CLINICAL Group. British Journal of 
Venereal Diseases [Brit. J. vener. Dis.| 35, 111-115, 
June [received Sept.], 1959. 3 refs. 


To determine the extent to which cases of venereal 
disease were treated in private practice in England in 
1956 a questionary was sent to doctors in four areas: 
a seaport (Southampton), an industrial area (Leeds), a 
mainly rural area (Norfolk), and part of London (Ken- 
sington and Hammersmith). Of 1,743 doctors ques- 
tioned, only 562 replied, and of these, 149 were not in 
practice and 304 stated that they had not treated any 
cases of venereal disease during the period. The remain- 
ing 109 had treated a total of 455 cases, including 56 of 
syphilis, 97 of gonorrhoea, 224 of non-gonococcal 
urethritis, and 78 of “ other V.D.”. Of the 109 doctors, 
92 (84-4%) were general practitioners and 17 (15-6°%) 
were specialists (not necessarily venereologists). 

The figures obtained in each area were compared with 
the known numbers of cases seen at venereal disease 
clinics in those areas. It was found that if the number of 
cases treated in private practice were added to those 
treated in clinics there would be a rise of one-quarter in 
the number of known cases of syphilis and a rise of one- 
seventh in those of gonorrhoea and non-gonococcal 
urethritis. Since the figures relate only to 562 replies 


_ out of a possible 1,743, it is evident, the report points 


out, that the annual statistics of the Ministry of Health 
“do not indicate the full incidence of venereal disease 
but seriously understate the problem, especially in the 
case of syphilis’. The importance of tracing contacts is 
emphasized, but it is considered doubtful whether this is 
often undertaken except in clinics. Since dark-field 
microscopy and other diagnostic facilities are not readily 
available to general practitioners, the diagnosis, treat- 
ment, and the tests to establish cure may not reach the 
same standard as in clinics. Benjamin Schwartz 


591. Specificity and Sensitivity of the Reiter Protein 
Complement-fixation (RPCF) Test: Report on 1,400 
Selected Sera 

J. H. Bexxer. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 35, 129-131, June [received Sept.], 
1959. 18 refs. 


A comparison is reported between the Reiter protein 
complement-fixation (R.P.C.F.) test, using a protein 
fraction prepared from the Reiter treponeme as antigen, 
and the treponemal immobilization (T.P.I.) test, with 
particular regard to their sensitivity and specificity. 
Of 700 sera from probably syphilitic patients examined 
at the Netherlands National Institute of Public Health, 
Utrecht, the R.P.C.F. test gave 674 positive results and 


the T.P.I. test 650, a sensitivity of 96-3 and 929% 
respectively. In tests on a further 700 sera from pre- 
sumably non-syphilitic patients the R.P.C.F. test gave 
16 positive results and the T.P.I. test only 2, a specificity 
of 97-7 and 99-79% respectively. There was 95-3°% agree- 
ment between the two tests in respect of both positive 
and negative results. 

It is concluded that the R.P.C.F. test is reliable and, 
being simple to perform, it can readily be used as a rou- 
tine measure in serological laboratories. The sensitivity 
of the test is influenced by the technique of performing 
complement fixation, for which the.author recommends 
the modification of the Kolmer procedure described 
by Portnoy and Magnuson (Amer. J. clin. Path., 1956, 
26, 313), in which exactly 1-5 unit of complement is 
used. R. R. Willcox 


592. The Antibody Content of Serum Fractions Separ- 
ated by Continuous-flow Electrophoresis in Human 
and Experimental Syphilis. Part II. Results in Recent 
Human Infection of Rabbits. (Gli anticorpi delle frazioni 
sieriche separate per flussoforesi nel corso della sifilide 
umana e sperimentale. Nota II. Risultati sperimentali 
nella sifilide recente dell’uomo e del coniglio) 

F. OTTOLENGHI-LODIGIANI and U. SPAGNOLI. Giornale 
italiano di dermatologia [G. ital. Derm.] 100, 1-22, 
Jan.—Feb. [received Sept.], 1959. 5 figs. 


In the investigation here reported from the Dermato- 
logical Clinic of the University of Siena the method of 
continuous-flow electrophoresis previously described by 
the first-named author (G. ital. Derm., 1957, 98, 501; 
Abstr. Wld Med., 1958, 24, 26) was used for the study of 
4 cases of early syphilis, of which 2 were seronegative 16 
and 18 days respectively after infection and 2 were sero- 
positive about 40 days after infection. The sera from 
these patients were fractionated as described in sodium 
borate buffer and the resulting fractions standardized to 
contain progressively diminishing quantities, ranging 
from 1,000 to 50 yzg., of protein per test for the floccula- 
tion test with microgen, and from 500 to 50 yg. for the 
complement-fixation tests. On the 24th day after infec- 
tion the results of all tests became positive, at first in a 
few fractions of y globulin at low titre only, but with the 
passage of time more and more fractions gave a positive 
reaction in increasingly higher dilutions. The capacity 
to give a positive complement-fixation reaction moved to 
the electrophoretically faster 8 globulins, whereas the 
flocculating antibody, although increasing in titre, did not 
extend in this way. This finding, together with the in- 
ability of flocculating antibody to pass the placental 
barrier, is taken as evidence for the separate identity of 
this antibody. 

In experimental studies the pooled sera of 5 rabbits 
inoculated with Nichol’s treponeme was similarly investi- 
gated from the 8th to the 45th day after infection. It 
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was found that seropositivity occurred after only 8 days 
in y-globulin fractions with medium velocity. Subse- 
* quently a few slower, but in most cases faster, serum 
fractions began to give positive results and the titres 
increased. Initially 250 wg. of protein were required to 
give a positive reaction, but on the 45th day, with the 
approach of the secondary stage, 50 yg. of protein 
sufficed. The authors’ discussion is devoted mainly to 
the appearance of antibodies in the non-gamma-globulin 
fractions of serum. In the light of later work, where 
complement-binding antibody was found even in the 
y-globulin fractions of the serum of chronic syphilitics, 
the authors accept this extension of antibody as a true 
phenomenon and not as an artefact resulting from 
electrophoretic displacement. The possibility that the 
antibody may be bound to some other system although 
it travels with the globulins is discussed. 
F. Hillman 


593. The Antibody Content of Serum Fractions Separ- 
ated by Continuous-flow Electrophoresis in Human 
and Experimental Syphilis. Part III. Location and Con- 
centration of Flocculating and of Complement Deviating 
Antibodies in Tertiary-, Neuro-, and Congenital Syphilis. 
(Gli anticorpi delle frazioni sieriche separate per flusso- 
foresi nel corso della sifilide umana e sperimentale. 
Nota III. Localizzazione e concentrazione degli anti- 
corpi flocculanti e devianti, nella lue tardiva, nervosa e 
congenita) 

F. OTTOLENGHI-LODIGIANI and U. SPAGNOLI. Giornale 
italiano di dermatologia [G. ital. Derm.] 100, 129-153, 
March-April [received Sept.], 1959. 10 figs. 


By means of the method outlined in the first paper of 
this series (G. ital. Derm., 1957, 98, 501; Abstr. Wld Med., 
1958, 24, 26), in which the protein content of the serum 
fractions obtained by continuous-flow electrophoresis is 
assayed spectrophotometrically by the method of Wad- 
dell and Hill and the fractions adjusted to a standard 
dilution from which further dilutions are made, the 
authors have investigated 3 cases of tertiary syphilis. 
(1) The serum of a man aged 52 years who had been 
infected with syphilis 20 years previously and irregularly 
treated thereafter gave positive flocculation reactions 
with serum fractions located in positions 5 to 10 (y 
globulin) and complement-fixation reactions in positions 
7 to 9 (y globulin), position 12 (8 globulin), and position 
14 (a2 globulin). The complement-fixation titre was 
higher with cardiolipin antigen than with treponemal 
antigen. (2) In a case of untreated tertiary syphilis the 
a-globulin fractions gave no positive reaction. (3) In 
the third case, in a woman aged 45 who had been in- 
fected 25 years previously and also irregularly treated, 
the serum reactions were similar to those in the first case. 
The possibility of mechanical carrying-over of y globulin 
into the 8 and a fractions is considered, but since a 
number of intervening fractions (for example, in positions 
10, 11, and 13 in Case 1) were free from reacting antibody, 
this explanation appeared to be unlikely. Of 2 cases of 
congenital syphilis similarly investigated, both showed 
flocculating and complement-fixing antibodies in the 

and f-globulin fractions; in one case it was the 
ulating antibody which was present to a higher 
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titre, while in the other it was the complement-fixing 
antibody. 

The most interesting and clear-cut results were demon- 
strated in 5 cases of neurosyphilis [for details of which a 
study of the original paper is suggested]. In the sera 
from all 5 cases 50 yg. of protein, usually from the y- 
globulin fraction, sufficed to give a positive flocculation 
reaction, but in one case the peak of flocculating antibody 
was in the f-globulin fraction (position 13). The pre- 
ceding (slower) y-globulin fraction carried no antibody 
content. This observation thus rules out the possibility 
of a shift of antibody by hydrodynamic forces during 
electrophoresis. In one case flocculating antibody was 
present in all fractions lying between y and a; globulin. 
Complement-deviating antibody was present in the same 
fractions, but to a lower titre, and 200 wg. of serum protein 
was required to produce a positive test result. Comple- 
ment-fixation tests using treponemal antigen sometimes 
required three times as much antibody protein as did 
the same test with cardiolipin as antigen. 

The authors conclude from these studies that as syphilis 
becomes chronic, so more fractions of the serum carry an 
increasing amount of antibody. In no case was this 
antibody entirely outside the y-globulin position. One 
run of directional paper electrophoresis was used to 
demonstrate the purity of the fractions. This showed 
that while the faster a-, «2-, and 8-globulin fractions 
were quite pure there was some overlap between the fast 
y-globulin and slow -globulin fractions. The presence 
of fractions free from any antibody in positions inter- 
spersed between bands carrying antibody is taken to 
prove the presence of autochthonous antibody. Whether 
the antibody is actually globulin or only travels electro- 
phoretically with the globulin fractions can of course 
not be determined by this method, but it has at least 
fully demonstrated the separate existence of flocculating 
and complement-fixing antibodies. F. Hillman 


594. Experimental Investigations to Determine the 
Sources of Error in the Treponema! Immobilization Test. 
(Experimentelle Untersuchungen zur Ausschaltung von 
Fehlerquellen beim Treponema-pallidum-Immobilisie- 
rungs-Test) 

K. Metnicke and K. V.. GaGet. Dermatologische 
Wochenschrift [Derm. Wschr.] 140, 986-992, Sept. 5, 
1959. 14 refs. 


The authors describe a systematic investigation, carried 
out in the Dermatological Department, University of 
Munich, into the factors responsible for non-specific 
immobilization in the treponemal immobilization 
(T.P.I.) test. They found that some instances of non- 
specific immobilization could be traced to the presence 
of a treponemicidal substance in the culture medium, and 
by testing each component of the medium for its tre- 
ponemicidal effect they demonstrated that calf albumin 
was responsible. This was confirmed by substituting 
rabbit serum or T.P.I.-negative human serum for the calf 
albumin, whereupon the T.P.I. test could be satisfac- 
torily performed. However, such substitution is not 
recommended as a routine measure, since almost cer- 
tainly it would introduce new sources of error. Instead, 
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it is suggested that all individual samples of calf albumin 
should be tested for treponemicidal effect before being 
used in this test. 


G. W. Csonka 


NON-SPECIFIC URETHRITIS 


595. Incidence of Genital Infection in Male Patients 
with Ankylosing Spondylitis 

J. K. Oates. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.) 35, 89-91, June [received Sept.], 1959. 
18 refs. 


The incidence of genital infection in 82 male patients 
suffering from ankylosing spondylitis was investigated 
at the London Hospital. Previous similar studies of this 
subject are reviewed and the criteria for diagnosis of 
ankylosing spondylitis and chronic prostatitis are 
defined. Patients with ankylosing spondylitis as a 
complication of Reiter’s disease and those in whom it 
had been recognized at the venereal disease clinic were 
excluded from the study. 

All patients were questioned as to past genital infection, 
and the prostatic secretion was examined in the 72 cases 
in which it could be obtained; of these, 60 (84°%) 
showed evidence of chronic prostato-vesiculitis. The 
author compares this with a maximum incidence of 25 to 
30% in a control series of normal healthy males previ- 
ously examined by him. Of the whole group of patients, 
9 were found to have mild non-specific urethritis, while 
a further 9 gave a history of gonorrhoea, 3 a history of 
non-specific urethritis, and 8 a history of urethral infec- 
tion of undetermined origin. The results of this study 
appear to add weight to the suggestion that there is a 
close link between ankylosing spondylitis and genital 
infection, whether gonococcal or non-gonococcal, and 
the author speculates on the possible prophylactic effect 
of the efficient treatment of genital infections. 

Leslie Watt 


596. Significance of Sacro-iliitis in Reiter’s Disease 

G. W. CsonKka. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.| 35, 77-80, June [received Sept.], 
1959. 3 figs., 8 refs. 


Writing from St. Mary’s Hospital, London, the author 
describes the results of re-examination of 134 out of 166 
patients with Reiter’s disease previously reported (Brit. 
med. J., 1958, 1, 1088, and J. Fac. Radiol. (Lond.), 1958, 
9, 44; Abstr. Wid Med., 1958, 24, 179 and 238). All 
were examined or re-examined radiologically for evidence 
of sacro-iliitis and 27 (20-1°%) were found to have such 
evidence. The progress and clinical features in the two 
groups of patients, that is, those with and those without 
sacro-iliitis, are compared with each other and also with 
the course in 50 consecutive cases of classic ankylosing 
spondylitis seen at the hospital over the same period. 

It is concluded that the development of sacro-iliitis in 
Reiter’s disease generally indicates that the illness was 
more severe from the start even though sacro-iliac joint 
lesions were not an important or persistent cause of 
symptoms. Reiter’s disease with sacro-iliitis differs 
significantly from ankylosing spondylitis notably in 


regard to age and sex incidence, type of onset, proportion 
of peripheral-joint and spinal involvement, and incidence 
of iritis. Conjunctivitis, keratodermia, balanitis, and« 
plantar fasciitis, which are prominent in Reiter’s disease, 
do not occur in ankylosing spondylitis. The relatively 
high incidence of rheumatoid arthritis in the families of 


-patients suffering from Reiter’s disease suggests that 


further investigation is warranted. The author concludes 
that, at least for the present, Reiter’s disease and anky- 
losing spondylitis should be regarded as separate 
entities. Leslie Watt 


597. Bacteriological and Biochemical Investigations in 
Reiter’s Syndrome 

G. W. Csonxa. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 35, 84-88, June [received Sept.], 
1959. 19 refs. 


In this paper the author has assembled the results of 
laboratory tests performed on the series of cases of 
Reiter’s syndrome previously reported [see Abstract 
596]. The tests were all carried out in London, at St. 
Mary’s Hospital, the Wright—Fleming Institute, the Lister 
Institute, and the London Hospital. For various reasons 
not all the tests were performed in every case and there 
was therefore a slight over-representation of severe cases 
of the disease. 

Controlled bacteriological and serological tests for 
pleuro-pneumonia-like organisms showed that they were 
not a significant factor in Reiter’s syndrome. Nor is 
the gonococcus considered likely to be of primary aetio- 
logical significance for various reasons, in spite of the 
fact that this organism was isolated from 107 of 195 
cases examined. The gonococcal complement-fixation 
test was of little practical value, but may occasionally 
draw attention to the presence of unsuspected venereal 
infection. Culture of the urine of patients without 
gonorrhoea revealed nothing of significance in the absence 
of complicating organic lesions, but examination of the 
prostatic secretion revealed that 55% of 132 patients had 
prostatitis according to the generally accepted criteria; 
the full significance of this finding, however, cannot be 
assessed because of the lack of a control group. Moder- 
ate normocytic anaemia was present in 15-9% of 88 
patients, and some degree of neutrophil leucocytosis was 
present in one-third of the patients tested. A raised 
erythrocyte sedimentation rate was usually associated 
with active disease, especially when active arthritis was 
present. Electrophoretic analysis of the serum protein 
pattern in 30 patients showed a decrease in the albumin 
fraction and an increase in the «-globulin fractions; it 
is suggested that these changes, though not specific for 
Reiter’s syndrome, warrant further study. The differen- 
tial agglutination test, the L.E.-cell test, the identification 
in the serum of C-reactive protein, and estimation of the 
serum uric acid level are of value only in the differential 
diagnosis. Leslie Watt 


598. Reiter’s Disease 

H. Baitey and W. J. BisHop. British Journal of Venereal 
Diseases [Brit. J. vener. Dis.| 35, 101-110, June [received 
Sept.], 1959. 2 figs., bibliography. 
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599. Treatment of Tropical Eosinophilia: a Controlled 

J. BAKER, K. T. RAJAN, and S. Devapatra. Lancet 
[Lancet] 2, 144-147, Aug. 22, 1959. 5 figs., 11 refs. 


The authors describe a controlled blind clinical trial 
undertaken at the Christian Medical College Hospital, 
Vellore, South India, to compare the efficacy of the 
ersenical preparation acetylarsan (diethylamine ace- 
t .rsol), diethylcarbamazine, and a placebo in the treat- 
rent of tropical eosinophilia. Of 165 patients studied, 
“5 qualified for inclusion in the trial and these were 
:'located at random to three treatment groups each of 
“5 patients. Each group received the medicaments in 
ire form of tablets for one week and then by intra- 
: wuscular injection twice weekly for 5 weeks, Group A 
: ceiving placebo tablets and placebo injections, Group 
| placebo tablets and diethylamine acetarsol injections, 
‘nd Group C diethylcarbamazine tablets and placebo 
ixjections. The tablets (active or placebo) were given 
.t a dosage level of 10 mg. per kg. body weight per day 
ind the injections in a dosage of 0-5 ml. (25 mg. As) for 
ine first, 1 ml. for the second, and 2 ml. thereafter for 
:dults, with a corresponding reduction for children 
. ccording to weight. All patients included in the trial. 
»ad respiratory signs and symptoms and an absolute 
-asinophil count of over 4,000 per c.mm., other causes of 
cosinophilia and of the respiratory symptoms having 
‘een excluded. Cure was defined as disappearance of 
‘he signs and symptoms and a fall in the eosinophil 
.ount to less than 2,000 per c.mm. 

None of the 25 patients in Group A (treated with 
vlacebos only) improved and at the end of the 6 weeks 
‘aey were treated with a known active preparation. 
Of the patients in Group B (diethylamine acetarsol), 15 
responded, but 7 later relapsed and 10 showed little or 
no improvement, while of the 25 in Group C (diethyl- 
carbamazine), 24 responded and the response was noted 
to be more rapid than in Group B; the remaining patient 
responded partially. In this last group 2 patients sub- 
sequently relapsed. The difference in response between 
Group B and Group C was statistically highly significant 
and the trial demonstrated that diethylcarbamazine was 
more effective in treatment than diethylamine acetarsol, 
and that the former provided adequate therapy 
for tropical eosinophilia as seen in South India. No 
serious toxic effects were noted with either acetyl- 
arsan or diethylcarbamazine. P. T. Main 


600. Epidemiology of Yaws in the Province of Mozam- 
bique. [In English] 
M. Prates. Anais do Instituto de medicina tropical [An. 
Inst. Med. trop. (Lisboa)] 15, 359-382, 1958 [received 
Oct., 1959]. 9 figs., 15 refs. 

This survey of the incidence of yaws in the Portuguese 
East African province of Mozambique opens with a 
description of the physical geography and climate of the 
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area. Specific surveys of the geographic distribution of 
yaws have not been carried out, and the figures here 
recorded refer only to patients with yaws who have 
reported voluntarily for treatment of this or other con- 
ditions. Apparently the natives regard yaws as a 
venereal disease of which they are ashamed and so they 
tend to conceal it, but despite this the number of cases 
registered in the province was 303,624 in 1947-51 and 
255,248 in 1950-4, giving annual averages of 60,725 and 
51,050 respectively. The author considers, however, 
that the real incidence of yaws may amount to as much 
as 4°% of the native population of 6 millions. In some 
provinces 25°% of patients admitted to hospital suffer 
from yaws. The incidence of the disease is highest 
where living and sanitary conditions are poor. Positive 
reactions to serological tests are given by 50% of the 
population in some areas. Syphilis is also prevalent, 
with an incidence about half that of yaws. Yaws is not 
found in the white population. No organized campaign 
against yaws was carried out before 1952, in which year 
£9,000 was spent on an official campaign of treatment. 
At the end of the first year there was a decrease of 15,000 
cases of yaws compared with the previous year. The 
author urges that it is probably futile to treat only pre- 
senting cases of the disease, and that a nation-wide 
campaign should be organized under Government 
auspices and following the pattern of previous campaigns 
conducted elsewhere by the World Health Organization. 
Robert Lees 


INFECTIOUS DISEASES 


601. An Attempt to Eradicate Malaria by the Weekly 
Administration of Pyrimethamine in Areas of Out-of- 
doors Transmission in Venezuela 
A. GABALDON and L. GUERRERO. American Journal of 
Tropical Medicine and Hygiene [Amer. J. trop. Med. 
Hyg.) 8, 433-439, July, 1959. 5 refs. : 
Indoor spraying with insecticides will not eradicate 
malaria in regions where the vector mosquito rests out 
of doors. In these circumstances, since it is seldom 
practicable to spray forests, antimalarial chemotherapy 
offers the only method available for eradicating the 
disease. In this paper from the Ministry of Public 
Health, Aragua, Venezuela, a campaign against partially 
refractory malaria in two areas in Venezuela is described. 
Both areas had been sprayed twice a year since 1950. In 
the Eastern area, where the vector is Anopheles aquasalis, 
the morbidity index had fallen from 2,595 positive 
results per 100,000 blood smears in the period 1945-50 
to 1,104 in 1956. In the Western region this index fell 
from 3,273 in 1945-50 to 360 in 1956; here the main 
vector was A. nunez-tovari. Chloroquine had been dis- 
tributed monthly from 1952 to 1956, and had eradicated 
Plasmodium falciparum, P. malariae, and possibly some 
strains of P. vivax. 
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Since chloroquine has certain disadvantages, particu- 
larly its bitter taste which is disliked by children, it was 
decided to try pyrimethamine. This drug was therefore 
distributed free each week from July to December, 1957, 
to all 111,995 inhabitants of the two areas by 168 rural 
health visitors, who travelled on horseback, bicycle, and 
by boat. A further 127 health visitors collected blood 
smears once monthly and also carried chloroquine for 
the treatment of patients with fever. The dosage of 
pyrimethamine was 50 mg. weekly for all persons over 
15 years old, 25 mg. weekly for those aged 5 to 14, and 
12:5 mg. for children under 5. Cooperation of the 
population was good. No malaria parasites were found 
in blood smears taken during the last 3 months of this 
mass treatment, but nevertheless radical cure was not 
achieved; relapses occurred when the treatment was 
stopped, and reached a maximum incidence 9 to 12 weeks 
after the last dose. Of a total of 218 relapses, most 
occurred in adults and older children. Comparison of 
the results from the two regions showed that it was more 
difficult to interrupt transmission by A. aquasalis than by 
A. nunez-tovari. 

The authors conclude that to achieve eradication in 
these areas it will be necessary to give pyrimethamine 
for a longer period, possibly up to 2 years, so as to allow 
time for the natural death of the exo-erythrocytic stages 
of the parasite. In view of the high cost of weekly 
dosage, since July, 1958, pyrimethamine has been given 
only fortnightly; results have so far been satisfactory, 
and there is at present no evidence of drug resistance 
developing. 

[This paper is of interest to all engaged in malaria 
control. The authors give a full account of the consider- 
able effect of previous antimalarial measures, so that a 
fair comparison with the new treatment can be made. 
They also mention how they made use of several ingenious 
methods, such as lotteries for adults and sweets for the 
children, to persuade the population to take the drug, 
and incentive bonuses to the rural health visitors who 
distributed the drug and collected and examined the 
slides. The expenditure of a relatively small sum of 
money in this way appears to have been well worth 
while. ] L. G. Goodwin 


602. The Tinde Experiment: a Further Study of the 
Long-term Cyclical Transmission of Trypanosoma rho- 
desiense 

M. T. AsHcrort. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 53, 137-146, 
June [received Sept.], 1959. 2 figs., 25 refs. 


A strain of Trypanosoma rhodesiense has been cyclically 
transmitted 120 times by Glossina morsitans through 
sheep for 23 years. The strain is still infective to man. 
At various times in the last 2 years 8 volunteers were 
inoculated with infected rat blood and 6 were infected. 
In December, 1956, and January, 1957, two tsetse-flies 
fed on a number of volunteers; they failed to infect 
them. This failure to infect was probably due to the low 
number of metacyclic trypanosomes present in the 
saliva of the flies. Because of the variation in the 
number of metacyclic trypanosomes in the saliva of 
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individual tsetse-flies, it is not possible to determine from 
the results of fly-bite whether or not the infectivity of the 
strain to man has altered. Analysis of the data of the 
transmission of lines of the strain through different 
mammalian hosts shows that the virulence of the strain 
was increased by transmission through monkeys and 
antelope and decreased by transmission through sheep. 

On the basis of the results of the experiment, an 
attempt is made to explain the relationship between the 
morphologically identical T. rhodesiense, T. gambiense, 
and T. brucei. It is suggested that 7. rhodesiense and 
T. gambiense are basically the same parasite, and that 
their physiological differences are due to the fact that 
T. rhodesiense often exists in wild animals and T. gam- 
biense in man. T. brucei is distinct in that it can never 
infect man, but, except for this important difference, it 
has physiological properties similar to 7. rhodesiense 
because both are primarily parasites of animals.— 
[Author’s summary. ] 


603. The Experimental Infection of Some African Wild 
Animals with Trypanosoma rhodesiense, T. brucei and 
T. congolense 

M. T. AsHcrorT, E. Burtt, and H. FAIRBAIRN. Annals 
of Tropical Medicine and Parasitology {Ann. trop. Med. 
Parasit.| 53, 147-161, June [received Sept.], 1959. 32 
refs. 


Attempts were made to infect wild pigs, porcupines, 
several species of antelopes and monkeys with Trypano- 
soma rhodesiense, T. brucei and T. congolense. The 
results recorded in the literature of attempts to infect the 
same and other species with these trypanosomes are 
reviewed. New evidence is recorded on the close simi- 
larity between the course of the infections with T. 
rhodesiense and with T. brucei in wild animals. In one 
of the bush-pigs infection with 7. rhodesiense persisted 
for nearly a year. It was apparently latent for over 3 
months and subsequently was always cryptic. During 
the prolonged residence of T. rhodesiense in this animal, 
however, only a very small proportion of flies which fed 
on it became infected. The laboratory infections set up 
in wild animals by 7. rhodesiense and T. brucei fall into 
groups, according to the degree of susceptibility of the 
host. These groups are compared with recorded data 
on the extent to which the species concerned are fed 
upon by tsetse-flies in nature. Certain factors which 
govern the importance of a species as a reservoir of 
trypanosomiasis are considered. 

Existing evidence indicates that species which are 
killed by T. rhodesiense and T. brucei are not fed upon to 
any great extent by tsetse-flies in nature. Tolerant hosts 
include those habitually fed upon, but high resistance 
does not ¢orrespond with the importance of the host as 
a source of food for the flies. 

It is suggested that the number of infected flies found 
in nature may bear a relation to the species or groups of 
species in animals acting as hosts of the flies. : 

Evidence is cited that wild pigs are probably more 
favourable as hosts for some other species of pathogenic 
trypanosomes than they are for those of the T. brucei 
subgroup.—[Authors’ summary.] 
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004. Further Experiences with Severe Allergic Reac- 
‘ions to Insect Stings 

if. L. Muevier. New England Journal of Medicine 
‘New Engl. J. Med.| 261, 374-377, Aug. 20, 1959. 12 

A study has been made at the Children’s Medical 
“enter, Boston, of 84 patients who had systemic 
.llergic reactions to insect stings. The patients were 
lassified into four groups according to the clinical 
_overity of their symptoms. The first group (12 patients) 
‘esponded with only a slight reaction such as itching, 
:jalaise, or generalized urticaria, with an average time 
. iterval of 24 minutes between the sting and the onset of 
symptoms. The second group included 36 patients with 
. more general reaction, and the third group 23 patients 
\ ith a severe general reaction which included dyspnoea, 
.1e average times between sting and onset of symptoms 
‘eing 14 and 10 minutes respectively. The fourth 
croup (13 patients) responded with a shock reaction 
‘‘ten manifested by collapse, cyanosis, and uncon- 
s:iousness, and had an average time interval of only 5 
riinutes. Of the 84 patients, 63 had a family history of 
«'lergy, and 28 of these had a personal history of other 
iilergy as well. In 18 cases there was no family or 
} ersonal history of other allergy, and these patients had 
« much higher percentage of milder reactions. 

By means of serial intracutaneous tests with whole- 
iisect extracts of wasp, hornet, yellow-jacket, or mixed 
honey-bee and bumble-bee the author found that 
patients with similar levels of sting reaction had varying 
cegrees of skin sensitivity. Testing was always started 
2' a dilution of one part of extract in 100 million parts of 
diluent, since 2 patients showed violent reactions when 
tested at a dilution of 1 in 1,000,000. Thus there 
appears to be no reliable way of determining the exact 
situation as regards species or genus sensitivity in a given 
patient. 


Of the 84 patients, 76 were treated with a mixed whole- 


insect extract of equal parts of bee, wasp, hornet, and 
yellow-jacket. Doses started at the dilution which gave 
the initial positive reaction and were gradually increased 
to a maintenance dose of 0-2 to 0-3 ml. of a dilution of 
1 in 100. Of these 76 patients, 30 were subsequently 
stung, but with one exception without resulting systemic 
symptoms. G. B. West 


605. Adrenal Function in Allergy. III. Effect of Pro- 
longed Intermittent Steroid Therapy in Allergic Children 
S. C. Stmecer, B. J. Lovin Jr., R. S. Ey, and V. C. 
KeLLey. Pediatrics [Pediatrics] 24, 434-447, Sept., 1959. 
1 fig., 39 refs. 

At the Children’s Medical Group, Los Angeles, 42 
allergic children with generalized atopic dermatitis or 
severe bronchial asthma, or both, were treated with oral 
prednisolone for periods of 14 to 20 months. The drug, 
which was given initially in divided doses of 15 to 30 mg., 
this dosage being subsequently tapered off until the 
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lowest effective dose was established, was administered 
on 3 successive days in each week, followed by a rest 
period on the other 4 days. The results of this treat- 
ment were classified as “* excellent ” in 11 cases, *“‘ good ”’ 
in 28, and “ poor” in 3. In most cases relief of the 
symptoms began 12 to 24 hours after first administration 
of prednisolone and persisted for 72 hours after its 
withdrawal. On the 4th day of the rest period most of 
the asthmatic children required other drugs to control 
their asthma. 

Adrenal function was evaluated by the stimulation test 
with ACTH (corticotrophin) and subsequent estimation 
of the serum 17-hydroxycorticosteroid level, and also 
by determination of the total daily excretion of 17-keto- 
steroids and 17-hydroxycorticosteroids in 24-hour collec- 
tions of urine. In 27 patients subjected to both these 
tests before and after treatment with prednisolone the 
mean serum 17-hydroxycorticosteroid level fell from a 
mean of 17-4 yg. per 100 ml. to 9-8 xg. per 100 ml. after 
treatment, a statistically significant difference, this sup- 
pression of adrenal cortical activity being still present 
4 days after cessation of treatment. The degree of 
suppression was related to the dose of prednisolone 
administered, but not to the duration of treatment. The 
urinary excretion tests in 16 patients showed that whereas 
17-hydroxycorticosteroid excretion increased during the 
3 days of prednisolone therapy, it diminished consider- 
ably during the 4 subsequent (rest) days, being least on 
the day following termination of treatment and rising 
progressively over the next 3 days. There was no change 
in the urinary 17-ketosteroid excretion. Only minor 
side-effects were observed during prednisolone therapy, 
these including central nervous stimulation resulting in 
insomnia, urinary frequency, moon facies, voracious 
appetite, and excessive gain in weight. Incidental in- 
fections, however, presented no problems. 

Because the intermittent form of steroid therapy 
described still produced partial suppression of adreno- 
cortical activity even after 4 days the authors recommend 
that supplemental steroids should be administered during 
periods of stress, such as may occur during infection, so 
that a temporary reversion to continuous steroid therapy 
is instituted. They point out that steroid therapy should 
be used only to supplement and not to replace conven- 
tional methods of treatment of allergic patients. Al- 
though the results in this series were satisfactory, the 
authors make no claim that the method of treatment 
described has any advantage over continuous treatment 


_with steroids, or that it is less likely to cause side-effects. 


[Investigation of the duration and extent of suppression 
of adrenal activity following steroid therapy has been 
neglected for too long. The dangers accompanying such 
suppression are particularly great in asthmatic subjects 
because of the potentially lethal effects of severe attacks 
of asthma following withdrawal of the steroid, in addition 
to the more usual forms of stress such as administration 
of anaesthesia.] R. S. Bruce Pearson 
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606. Serological Studies on Serum of Drug Allergies 
with a Polystyrene-latex-technic Measured by Nephelo- 
metry. [In English] 

R. HoiGné, M. JAgGer, and R. GAUTIER-HUNTER. 
Acta allergologica {Acta allerg. (Kbh.)| 13, 364-371, 1959. 
5 figs., 22 refs. 


This paper from the University of Berne describes a new 
technique for the study in vitro of specific reactions 
between the serum of drug-allergic patients and known 
allergens or haptens. In this a polystyrene-latex solution 
is used in place of collodium pellets to increase the 
serological reactions and instead of noting agglutinations 
of particles the resulting changes in turbidity are measured 
photoelectrically by means of a nephelometer. So long 
as numerous control sera for the same allergen are 
available the nephelometric measurement is considered 
to be a sensitive and objective method. However, in 
many patients with drug allergy no positive reactions were 
obtained. A. W. Frankland 


607. Some Psychosomatic Aspects of Asthma 

C. L. Heskett, J. M. Ruopes, and K. H. THAYER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 170, 1764-1767, Aug. 8, 1959. 3 figs., 6 refs. 


In this paper the authors discuss the concept of asthma 
as a psychosomatic disease on the basis of the responses 
to the Minnesota Multiphasic Personality Inventory 
(M.M.P.I.) of patients at the Allergy Clinic, Veterans 
Administration Hospital, Long Beach, California. 

The use and limitations of the M.M.P.I. have been 
extensively investigated. The patient’s responses to the 
various items are used to construct a profile indicating 
the degree or presence of certain pathological traits or 
symptom groupings, namely, hypochondriasis, depres- 
sion, hysteria, psychopathy, paranoia, psychasthenia, 
masculinity/femininity, schizophrenia, and hypomanic 
trends. The test was given to 68 patients whose diag- 
nosis was unequivocal and whose condition was un- 
complicated, 9 of them having pulmonary emphysema, 
15 allergic rhinitis, and 44 bronchial asthma. The 
asthmatics were divided into five groups according to the 
severity of symptoms and disability during the 3 month, 
before the test. Mean personality profiles were con- 
structed for each of the seven clinical groups by calcu- 
lating the mean score on each trait for all the patients in 
the group and plotting the results in the sequence of 
traits given above. 

It was found that the scores on items alleged to indicate 
hypochondriasis, depression, and hysteria increased 
with increasing physical disability. The hypochondri- 
asis score for the patients with pulmonary emphysema 
exceeded the mean by 3 times the standard deviation and 
that for the three more severely disabled groups of 
patients with asthma by double the standard deviation. 
The profiles of the two less severely disabled groups of 
asthmatic patients resembled that of the patients with 
allergic rhinitis and that described as typical of patients 
with psychosomatic disorders in general. Amongst the 
asthmatics no relationship was found between M.M.P.I. 
scores and the amount of medication taken or the length 
of time the patient had suffered from asthma. 
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It is considered that the high scores for hypo- 
chondriasis, depression, and hysteria are measures of 
the patient’s anxiety about his illness or of the actual 
symptoms rather than of any deviation of personality 
specifically associated with psychosomatic disorders. 

Christopher Wardle 


608. Pulmonary Denervation and Resection in Asth- 
matic Patients . 

R. H. OverHo.t. Annals of Allergy [Ann. Allergy] 17, 
534-545, July—-Aug., 1959. 6 figs., 14 refs. 


Of 304 asthmatic patients seen at the New England 
Deaconess and Baptist Hospitals, Boston, over a period 
of 11 years, 47 were treated surgically, mostly by resection 
of a part of the lung (often the middle lobe) with sym- 
pathetic or parasympathetic denervation, which was 
bilateral in about one-third of the cases. There were 
5 deaths (compared with 13 among the 257 non-surgically 
treated patients), 3 due to causes not directly related to 
the operation and 2, some years later, due to heart 
disease. Among the surviving patients the asthma 
showed no change in 2, but in the others it improved to 
different degrees, 16 of the patients losing their asthmatic 
attacks completely and no longer requiring any drugs. 

H. Herxheimer 


609. Atropine Cigarettes in Asthma and Emphysema 
H. HerxHEIMER. British Medical Journal (Brit. med. J.} 
2, 167-171, Aug. 15, 1959. 2 figs., 31 refs. 


In this paper from the Free University of Berlin the 
author attempts to assess the effect of atropine smoke 
on lung function in asthmatic and emphysematous 
patients. Cigarettes were made from tobacco containing 
little nicotine (less than 0-06°%) to which atropine sulphate 
was added in two strengths so that 0-5 mg. or 1-45 mg. 
of atropine sulphate was inhaled in the course of smoking 
each cigarette. The effect on lung function was assessed 
by the vital capacity test before and after smoking. 
Cigarettes containing 1-45 mg. of atropine were smoked 
by 23 patients in 48 experiments and cigarettes contain- 
ing 0-5 mg. of atropine by 16 patients in 24 experiments; 
10 patients were tested with both strengths of cigarette. 
There was some improvement clinically and in lung 
function in most cases, both of asthma and emphysema, 
the improvement often being noticeable immediately 
after smoking; in a few experiments, however, the 
maximum effect was observed only after one hour. The 
results were negative in 6 instances after the 0-5-mg. 
cigarette and in 4 after the 1-45-mg. cigarette. The 
maximum increase in vital capacity was 48°% after the 
1-45-mg. and 34°% after the 0-5-mg. cigarette; the mean 
increase for the former was 17°% and for the latter 12%. 
With blank cigarettes there was an insignificant effect, 
but with cigarettes containing stramonium the effect was 
similar to that obtained with atropine. Inhalation of 
wet atropine from the scrubber nebulizer of Dautre- 
bande or as an aerosol from a commercial nebulizer was 
less effective, although an increase in vital capacity was 
sometimes noted. It is considered that atropine pene- 
trates into the finer air passages more readily as a smoke 
than as an aerosol. Mydriasis did not occur; only one 
patient had a dry mouth. R. S. Bruce Pearson 
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M. S. Sipinca. Pediatrics [Pediatrics] 24, 225-233, 
Aug., 1959. 7 figs., 18 refs. 


For many years variations in nail growth have been 
c »served in relation to certain clinical conditions. Thus 


mn p-egnancy and nail-biting increase the rate of growth, 
1- v.hereas trophic disorders and chronic disease reduce it. 
aS I. tercurrent illnesses may produce transverse ridging, 
re while koilonychia results from iron-deficiency anaemia. 
ly A‘tempts to measure the natural rate of nail growth have 
to s!.own that wide variations exist between the sexes, 
rt b tween families, and between different nails in the same 
na i dividual. In the work here reported from the New 
to york University College of Medicine a modification of 
tic Bibcock’s photographic technique (J: Nutr., 1955, 55, 
, 3. 3), with 35-fold magnification kept constant by control 
w th an accurate caliper scale, was employed to study 
the growth of the thumb nail in 37 normal adults (aged 
J 1. to 30 years), the digit being photographed every 3 
J tc 4 days over a period of 3 months. Confirmation of 
th: results was obtained in a similar study in a second 
the gioup of 44 adults. 
ke No sex difference was-noted. The average daily rate 
Dus oi growth for the entire group was 0-108 mm. Un- 
ing e>plained daily variations of as much as 25% occurred 
ate even in the same person, while wide variations between 
mg. individuals was noted, indicating that for study purposes 
cing each subject must serve as his own control. Similar 
ssed records in 10 normal infants yielded an average rate of 
ing. growth slightly higher than in adults, and nail growth was 
ked unaffected by the exclusion of certain single amino- 
ain- acids from the diet during metabolic studies. In 14 
nts; full-term and 13 premature newborn infants the rates of 
ette. nail growth were all within the established adult range. 
lung A few of these infants developed transverse ridges corre- 
ema, sponding to the brief physiological arrest of growth 
ately characteristic of the first few days after birth. 
the During illnesses with a period of fever sustained for 
The longer than 3 days (for example, septicaemia and acute 
j-mg. viral disease) a corresponding arrest of nail growth was 
The recorded. However, more chronic and less febrile 
r the inflammatory disease, such as sarcoidosis and tuberculo- 
mean sis, failed to effect any change in the nails. Among 8 
12%. cases of chronic non-infectious disease, including mal- 
offect, nutrition, chronic pyelonephritis, cystic fibrosis of the 
t was pancreas, and nephrosis, only the 2 patients with the 
on of @ last condition showed a reduction in the rate of nail 
autre- growth, which was only 10% of the normal. Neither 
x waS @ calorie restriction nor nail-biting affected nail growth. 
y was Measurements in cadavers demonstrated a low normal 
pene- @ rate of growth for the first 3 days post mortem, with a 
smoke § gradual reduction thereafter for 10 days. 
ly one The method appears to be a relatively simple one, 
rson 


giving dependable readings. Allene Scott 
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DISORDERS OF METABOLISM 


611. Studies on the Oral and Parenteral Administra- 
tion of D( + )-Xylose 

C. E. BUTTERWORTH Jr., E. PEREZ-SANTIAGO, J. MAR- 
TINEZ DE Jesus, and R. SANTINI. New England Journal 
of Medicine [New Engl. J. Med.} 261, 157-164, July 23, 
1959. 3 figs., 25 refs. 


A clinical and experimental study of xylose absorption 
and metabolism is reported from the U.S. Army Tropical 
Research Medical Laboratory, San Juan, and the Baya- 
mon District Hospital, Puerto Rico. The results are 
as follows. After oral administration of 25 g. p(+)- 
xylose to 114 fasting healthy subjects the mean urinary 
xylose excretion in the next 5 hours was 5-7 g. (S.D. 1-4). 
For 28 patients with treated tropical sprue the mean excre- 
tion was 3-5 g. (S.D. 1-3), and for 49 patients with un- 
treated sprue it was 1-4 g. (S.D. 0-7). Excretion less 
than 3 g. was taken to indicate malabsorption (in the 
absence of renal disease). After a 5-g. oral dose of 
xylose the corresponding figures were 1-7 g. (S.D. 0-25) 
in 29 healthy subjects, 1-2 g. (S.D. 0-45) in 23 patients 
with treated sprue, and 0-55 g. (S.D. 0-23) in 25 untreated 
patients. The urinary excretion of pentose after ad- 
ministration of 5 g. p-ribose by mouth was about one- 
tenth of these values. Intravenous injection of glucose 
giving a blood level of 300 mg. per 100 ml. did not affect 
the excretion of orally given xylose. About 11 g. of 
xylose was excreted in 24 hours after intravenous infusion 
of 25 g. of xylose in healthy subjects and in patients with 
sprue, both treated and untreated. There was complete 
correlation between faecal fat excretion and low xylose 
excretion in 20 cases of sprue, all showing a fat excretion 
over 6:1 g. daily. 

Studies in dogs showed that parenteral and oral ad- 
ministration of xylose gave about the same blood levels, 
with increased urinary excretion after the parenteral 
dose. Aminopterin-induced folic acid deficiency in 
dogs resulted in low blood xylose levels and decreased 
urinary excretion after an oral dose of xylose. In experi- 
ments with rats less than 10% of the dose could be 
recovered from the stomach and intestines after intra- 
gastric administration of xylose. There was no demon- 
strable increase in liver glycogen. M. Lubran 


612. Eating Patterns and Obesity 
A. J. StrunKarp. Psychiatric Quarterly [Psychiat. 
Quart.] 33, 284-295, April [received Oct.], 1959. 1 fig., 


10 refs. 

imental work has shown that in the mouse 
different kinds of obesity are characterized by distinctive 
feeding patterns. At the University of Pennsylvania, 
Philadelphia, the author studied the eating patterns of a 
small group of obese patients, in most of whom the 
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obesity was exceptionally severe or difficult to treat. 
Three distinct patterns of eating were noted. The 
commonest was the “ night-eating syndrome ”’, charac- 
terized by morning anorexia, evening hyperphagia, and 
insomnia. This was observed in 26 out of the 40 obese 
patients studied and in 12 out of 100 consecutive un- 
selected cases of obesity seen at a nutrition clinic, but 
in none of a group of 38 non-obese subjects. The second 
pattern, the “‘ eating binge ’’, was characterized by con- 
sumption of enormous amounts of food in relatively 
short periods. Like the night-eating syndrome it 
tended to occur during periods of stress; it was followed 
by a period of discomfort and by expressions of self- 
condemnation. This pattern was observed in only 3 
of the 40 obese patients, but was noted in 2 non-obese 
women, both schizophrenics, one of whom had anorexia 
nervosa. The third pattern, “‘ eating without satiation ”’, 
was notable for the absence of any increased drive for 
food, but the subject experienced difficulty in stopping 
eating once he had started. The author suggests that 
this type of eating may result from damage to the central 
nervous system. 

The importance of regarding obesity as a symptom of 
multiple aetiology is stressed. A. G. Mullins 


613. Tryptophan Metabolism in Porphyria, Schizo- 
phrenia, and a Variety of Neurologic and Psychiatric 
Diseases 

J. M. Price, R. R. Brown, and H. A. Peters. Neurology 
[Neurology (Minneap.)] 9, 456-468, July, 1959. 3 figs., 
47 refs. 


At the University of Wisconsin Medical School, 
Madison, the effect of a loading dose of 2 g. of L-trypto- 
phan was studied in 18 patients suffering from various 
forms of porphyria, 19 from schizophrenia, 8 from mixed 
psychoses, and 10 from neurological disorders. Previ- 
ous studies had emphasized that if a reliable picture was 
to be obtained of the metabolism of tryptophan to nico- 
tinamide it was necessary to study more than one 
urinary excretion product; details of the estimation of 
nine such compounds are given. 

In the majority (13) of the patients with porphyria 
tryptophan metabolism was abnormal, with increased 
urinary excretion of kynurenine, hydroxykynurenine, 
acetylkynurenine, and kynurenic acid, and occasionally 
of xanthurenic acid. In patients with other neurological 
diseases metabolism of tryptophan was normal. In 6 
of the schizophrenics abnormally large amounts of 
kynurenine and 3-hydroxykynurenine were excreted, 
but on the other hand the output of all tryptophan 
metabolites was unusually low in the remaining 13. In 
all patients with acute psychoses of mixed types the 24- 
hour urinary levels were abnormally high, and in one 
case clinical improvement was associated with a return 
to a normal excretion pattern. Although these abnor- 
malities could, in theory, be attributed to pyridoxine 
deficiency, routine administration of this drug was 
without effect. 

It is suggested that since treatment with chelating 
agents such as ethylenediaminetetraacetic acid may be 
beneficial in porphyria, with subsequent increase in 


urinary excretion of zinc and of copper, the common 
metabolic disturbance may be a fault in polyvalent 
cation balance. This would seem to be confirmed by 


' the fact that some tryptophan metabolites such as the 


2-carboxy- and 8-hydroxyquinoline derivatives are them- 
selves good chelating agents and may represent compen- 
sating pathways of metabolism. Kenneth Gurling 


614. A Psychiatric Study of Essential Porphyria. 
(Etude psychiatrique de la porphyrie essentielle) 

S. Duret-Cosyns and R. L. Durer. Annales médico- 
psychologiques [Ann. méd.-psychol.] 2, 193-212, July, 
1959. 18 refs. 


This paper from the H6pital Brugmann, Brussels, 
describes the psychological abnormalities observed in 
patients suffering from acute intermittent porphyria, 
with detailed accounts of the history and findings in 7 
cases. The mental abnormalities fell into two main 
groups: (1) psychotic features, such as episodes of con- 
fusion with visual and auditory hallucinations, psycho- 
motor agitation, and melancholia, which usually accom- 
panied the acute porphyrinuric crises and were sometimes 
associated with epileptiform convulsions; and (2) various 
psychoneurotic features, such as irritability, asthenia, 
hypochondriasis, sexual hyperexcitability, anxiety states, 
and hysterical manifestations, which are often attributed, 
by doctors who have not suspected the presence of por- 
phyria, to conscious simulation; most of these psycho- 
neurotic features are present between the episodes 
of porphyrinuria. The relationship between the psycho- 
logical and physical features of the disease are discussed, 
especially the possible influence of mental stress in pre- 
cipitating porphyrinuric crises. The authors conclude, 
however, that the relationships between the metabolic 
disorder, the clinical symptomatology, and the basic 
psychological constitution are not yet clear. 

In considering treatment the authors recommend that 
alcohol, barbiturates, chloral, sulphonamides, phenazone, 
amidopyrine, and phenylbutazone should all be avoided, 
since in their experience each of these drugs has been 
known to precipitate a porphyrinuric crisis. They 
regard opiates and bromides as the only safe sedatives 
for these patients, and have found the results of treat- 
ment with BAL disappointing; they have also tried 
vitamins in large doses and cortisone in treatment, but 
admit that the results do not show clear-cut benefit from 
any of these forms of therapy. J. B. Stanton 


615. Acute Intermittent Porphyria: a Clinical and Experi- 
mental Study 

A. GOLDBERG. Scottish Medical Journal [Scot. med. J. 
4, 331-341, July—-Aug., 1959. 9 figs., 18 refs. 


In this paper from the Western Infirmary, Glasgow, 
the clinical features of a series of 50 cases of acute inter- 
mittent porphyria are described, and the problems of 
pathogenesis discussed. It is suggested that the essen- 
tial lesion may be a metabolic block in the formation of a 
substance in the liver of which porphobilinogen is a 
precursor and which is necessary for the nutrition of 
myelin in the nervous system. H. Harris 
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6'6. Benign Hypertrophy of Masseter Muscle 


O-olaryngology [A.M.A. Arch. Otolaryng.] 70, 207-210, 
A.g., 1959. 3 figs., 22 refs. 


Although benign hypertrophy of the masseter muscle 
he; seldom been described, the condition is not un- 
cc nmon, and the present authors describe 3 cases seen 
at the University of Louisville School of Medicine, 
K_ntucky, within a period of 7 months. Clinically the 
leon is unimportant, the main interest being in the 
di ‘erential diagnosis, which can be made on a triad of 
siias: a growth in the region of the masseter, the 
si ographic demonstration of a laterally displaced 
Si nsen’s duct and a normally-filling parotid, and 
e\ dence of an exostosis at the mandibular angle. Treat- 
mnt consists in remedying any faulty mastication with 
co rection of the bite by means of a prosthesis if neces- 
sai y and, in some cases, excision of part of the muscle, 
wi h or without inclusion of the protruding angle of the 
m: ndible. F. W. Watkyn-Thomas 


61. (a). The Dumping Syndrome. I. Studies in Pa- 
tie .ts after Gastric Surgery 

M. G. WEIDNER Jr., H. W. Scotr Jr., A. G. BOnb, 
an H. J. SHULL. Gastroenterology [Gastroenterology] 
37. 188-193, Aug., 1959. 1 fig., 9 refs. 


61 (b). The Dumping Syndrome. II. Further Investi- 
ga’ ons of Etiology in Patients and Experimental Animals 
H. W. Scotr Jr., M. G. WEIDNER Jr., H. J. SHULL, 
ani A. G. Bonp. Gastroenterology [Gastroenterology] 
37, 194-199, Aug., 1959. 13 refs. 


At Vanderbilt University, Nashville, Tennessee, studies 
have been carried out on 31 patients who had undergone 
val ous types of gastrectomy, in 17 cases with vagotomy, 
in an attempt to determine the mechanics of the 
“ dumping syndrome ”’, of which 21 of the patients gave 
a clinical history. In the first study these patients, 
together with 5 normal healthy subjects who served as 
controls, were each given 75 g. of glucose either in the 
forin of a 400-ml. milk-shake or as 150 ml. of a 50% 
solution of glucose in water. Clinical assessment was 
accompanied by determination of the haematocrit 
value, glucose tolerance, and serum sodium, potassium, 
and chloride levels, and by electrocardiographic examina- 
tion and blood volume estimations. The main finding 
in this study was that of a lowered blood volume, 
ranging in 21 of the 31 patients from 6 to 34-5°%, usually 
associated with dumping symptoms. None of the con- 
trols experienced symptoms or alteration in blood volume. 
As the authors state, these findings confirm those of other 
workers. 

In the second study they investigated the interesting 
problem of why some patients develop post-cibal symp- 
loms and some do not. First 5 gastrectomized patients 
who had not developed symptoms or shown a fall in 
plasma volume after taking 75 g. of glucose were given 
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150 g. of glucose in 300 ml. of water. All developed 
severe symptoms and their blood volume fell by 4 to 
33%. Next in 10 normal subjects 200 to 300 ml. of 
50% glucose solution was rapidly instilled into the 
jejunum through a plastictube. All developed symptoms 
and all suffered a fall in blood volume similar to the 
gastrectomized patients. Of 5 control subjects who 
took the same amount of glucose by mouth, only one 
had symptoms and a fall in blood volume. 

The authors conclude that the presence of a sufficient 
quantity of hypertonic material in the jejunum, even in 
intact subjects, will provoke ‘“ dumping” symptoms, 
together with a fall in the blood volume. The stomach 
acts as a diluting chamber and the presence of the 
pyloric sphincter prevents the rapid passage of hyper- 
osmolar solutions into the intestine. They therefore 
recommend a low-carbohydrate, high-fat, high-protein 
diet for patients with the “‘ dumping syndrome”, with 
little or no fluid during meals. B. F. Swynnerton 


618. Hereditary Aspects of Gastric Secretory Function: 
Race and ABO Blood Groups in Relationship to Acid and 
Pepsin Production 
M. L. Sievers. American Journal of Medicine {Amer. 
J. Med.) 27, 246-255, Aug., 1959. 3 figs., 21 refs. 


The author has studied the relationship of race and 
ABO blood group to gastric acid and pepsin production 
in a series of patients admitted consecutively to the 
Veterans Administration Hospital, St. Louis, Missouri. 
Determinations of plasma pepsinogen content were 
carried out in duplicate in all cases, while those patients 
admitted to one of the medical wards were also subjected 
to tubeless gastric analysis with an azure A cation ex- 
change resin after stimulation with histamine. When this 
test showed apparent achlorhydria a further tubeless 
analysis was usually carried out and also, in 52 out of 87 
cases, a standard test meal. Patients with renal insuffici- 
ency or any gastric lesion were excluded from the study. 

Gastric acidity was determined in 401 subjects, 313 
being Caucasian and 88 negro. Their blood-group dis- 
tribution was closely comparable to that in a consecutive 
series of 32,945 blood donors and was considered repre- 
sentative of that of the general population of the area. 
The white and negro patients were closely similar in age 
distribution. Achlorhydria, as shown by .the tests 
employed, was found in 21-79% of the total group, the 
proportion being much the same in the two races. 
There was a marked difference, however, between patients 
of Group O and those of Group A in the incidence of 
achlorhydria which, for the Caucasian group, was 13-7% 
in the former and 27:5% in the latter. Among the 
negroes the findings were strictly parallel, although the 
numbers were too small for the difference to be statistic- 
ally significant. Looking at the data another way, 53-2°% 
of the acid secretors belonged to Group O, while only 
31% of those with achlorhydria were of this group. 
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Plasma pepsinogen determinations were carried out 
on 613 subjects, 471 being Caucasian and 142 negro, 
comparison with the control series of blood donors 
again showing this group to be typical of the local 
population in blood-group distribution. For subjects 
of Group O the mean plasma pepsinogen level was 564 
units per ml. compared with 494 units per ml. for those 
of Group A. This difference is highly significant. 

The conclusions drawn from this study are that gastric 
atrophy has an inherited basis that is linked in some way 
with possession of blood of Group A, and that this 
relationship may explain the finding of an association 
between certain gastro-intestinal diseases and the ABO 
blood groups. T. D. Kellock 


619. Cirrhosis and Primary Cancer of the Liver. 
(Cirrhose et cancer primitif du foie) 

R. Fauvert and J. P. BenHAMou. Revue francaise 
d’études cliniques et biologiques (Rev. frang. Et. clin. 
biol.) 4, 668-674, Sept., 1959. 48 refs. 


Among 30,800 patients admitted during 1947 and 1958 
to two services at the H6épital Beaujon, Clichy, and one 
at the H6pital Bichat, Paris, specializing in hepatobiliary 
disorders there were 31 cases of primary carcinoma of the 
liver, in 22 of which it was associated with cirrhosis. Of 
the 31 cases, 28 were among the 1,198 in which necropsy 
was performed during the same period. Thus primary 
cancer of the liver was found in 2-3°%% of necropsies and 
accounted for one in every thousand admissions to these 
services. While these figures are not applicable to the 
general population, the incidence of primary hepatic 
carcinoma nevertheless appears to be higher in France 
than in other European countries or in North America. 
In the authors’ series malignant change was found in 
6°1°% of all cases of cirrhosis, being much more frequent 
in men (7:7°%%) than in women (2%). The main type of 
cirrhosis seen was alcoholic. 

The clinical picture of a primary cancer complicating 
cirrhosis is very similar to that of severe cirrhosis. 
Valuable differential diagnostic signs are the very large 
size of the liver and, especially, haemoperitoneum, but 
both of these may well be absent. Biochemical findings 
of importance are a very high serum bilirubin level, an 
increase in the a2-globulin fraction of the serum protein, 
and a high serum alkaline-phosphatase level. Needle 
biopsy of the liver is not always decisive. Peritoneoscopy 
may be valuable for the recognition of primary carcinoma 
complicating cirrhosis. E. Forrai 


620. The Blood Vitamin B;2 Level in Liver Disease. 
Its Significance for Prognosis and Differential Diagnosis. 
[In English] 

H. P. @. KRISTENSEN. Acta medica Scandinavica [Acta 
med. scand.| 163, 515-523, 1959. 4 figs., 13 refs. 


At the Biochemical Institute of the University of 
Copenhagen the author estimated the blood vitamin-B,2 
(cyanocobalamin) level in patients with liver disease by 
means of a microbiological assay method using a lacto- 
bacillus. 

In 18 out of 25 children with acute hepatitis (mild in 
all except one) the blood vitamin-B;2 level was estimated 


within 4 days of the onset of the jaundice; in 15 of these 
the level was well above the normal range. During the 
first week of jaundice the level fell sharply and in all 
cases was in the upper range of normal after 14 days, 
The findings were similar in a group of 29 adults with 
hepatitis; the blood vitamin-B,;2 level was high in 13 
out of 17 patients while jaundice was increasing or at 
its maximum and fell in the next two weeks. The high 
values persisted in 4 patients who were severely ill, in 
one of whom ascites and cirrhosis ultimately developed. 
The author states there was no parallelism between the 
blood level of vitamin B,2 and the results of other liver 
function tests. The levels in 27 patients with obstructive 
jaundice were only moderately high, slightly above the 
normal mean and never above the upper range of normal. 
In 7 of 10 with cirrhosis and chronic hepatitis the blood 
level of vitamin B;2 was higher than the normal mean, 
but never higher than the upper limit of normal. 

The author concludes that high blood vitamin-B;, 
levels are obtained when the liver cell is being destroyed, 
that persistently high values indicate continued cell 
destruction, and that determination of this level may be 
of value in the diagnosis of latent cases of hepatitis 
during an epidemic and in the differentiation of hepatitis 
from obstructive jaundice. A. Gordon Beckett 


621. I'31-labeled Protein and Fat Meals in Patients 
with Chronic Pancreatitis 

A. A. PoLAcHEK, C. B. Cope, R. F. WILLIARD, and 
F. W. Barnes Jr. Gastroenterology [Gastroenterology] 
37, 38-44, July, 1959. 9 figs., 16 refs. 


Reporting from the Johns Hopkins Medical Institu- 
tion, Baltimore, the authors describe studies in which 
radioiodinated protein and fat were used to investigate 
the digestion and absorption of these nutrients in patients 
with chronic pancreatitis. The diagnosis was made on 
the basis of a typical history associated with a serum 
amylase level above 180 Somogyi units on at least two 
occasions, the findings at laparotomy, or the radio- 
logical demonstration of calcification in the pancreas. 

After uptake by the thyroid gland had been blocked 
by administration of aqueous (Lugol’s) solution of 
iodine the fasting patient was given orally a warm, 
flavoured solution containing gelatin (0-5 g. per kg. body 
weight) and 100 yc. of radioiodinated human serum 
albumin. Radioactivity in the plasma of blood samples 
withdrawn at hourly intervals for 4 hours, as well as in 
the urine and faeces collected for two or three 24-hour 
periods, was determined by comparison with a standard, 
the percentage of radioactive iodine (1311) in the plasma 
being calculated on the basis of a plasma volume of 
44 ml. per kg. body weight. The fat meal consisted of 
an emulsion of 50 yc. of radioiodinated triolein, peanut 
oil, water, and “‘ tween-80”’, the conditions of the test 
being similar to those for the protein meal. A control 
group of 16 patients without gastro-intestinal disease and 
19 with chronic pancreatitis were studied, the latter 
being subdivided into: (1) those without either pancrea- 
tic calcification or diabetes mellitus, (2) those with calcifi- 
cation but no diabetes, and (3) those with both pancreatic 
calcification and secondary diabetes mellitus. 
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' The plasma 131 absorption curves appeared to reflect 
; the severity of the disease, as indicated clinically by the 
presence of calcification and secondary diabetes mellitus. 
h Thus those without pancreatic calcification showed no 
3 depression of absorption as compared with the controls. 
Faecal excretion of the labelled-fat meal showed a 
h reciprocal relationship to the plasma 131] absorption 
levels. However, the urinary recovery of 13!I in these 
r. tests was of no practical value in assessing pancreatic 
¥ fonction. In 14 patients who were subjected to both 
test meals the fat-absorption results were definitely more 
* h-Ipful than the protein-absorption results in the assess- 
ment of pancreatic function. T. J. Thomson 
al. 
od 
in, INTESTINES 
Erythema Nodosum in Inflammatory Diseases of 
ed, Bowel 
sell \. H. Jacoss. Gastroenterology [Gastroenterology] 
be 3°, 286-294, Sept., 1959. 20 refs. 
itis The case records of 13 patients with ulcerative colitis, 
AUIS 4 patients with regional enteritis, and one patient with 
it n ucous colitis, associated with erythema nodosum, are 
r.viewed. Erythema nodosum is an occasional compli- 
_ c tion of ulcerative colitis and a less frequent complica- 
tion of regional enteritis. Its presence is indicative of 
a a tive intestinal disease and it is frequently associated 
with an acute course complicated by fever and toxicity. 
£3) Tae frequent association of severe arthralgias, or arth- 
. ris, erythema nodosum, and ulcerative colitis is again 
titu- noted. The association of arthritis, erythema nodosum, 
hich aid regional enteritis in one case is reported. Although 
igate the skin lesions may occur in crops and may be recurrent, 
ients we have not observed these latter two characteristics as 
e on frequently as have others. Despite the earlier reports 
rum that these lesions show a tendency to go on to coalescence 
, two and necrosis, we have not observed this to occur in a 
adio- single case. The frequency and severity of erythema 
as. nodosum bears no relation to the anatomical extent or 
ycked MH duration of the intestinal disease. In this series there is 
m of a high incidence of “ right sided ” or segmental disease. 
varm, Local therapy te the skin lesions is of no avail, and they 
body will usually involute when the symptoms of the colitis or 
serum enteritis are brought under control.—[Author’s sum- 
mary.] 
as 
}-hour 623. Rectal Cortisol in the Therapy of Ulcerative 
idard, Colitis 
jlasma R. D. Scuwartz, M. Broporr, G. L. Coun, and H. M. 
me Of @ Spiro. A.M.A. Archives of Internal Medicine [A.M.A. 
ted of Arch. intern. Med.] 104, 260-263, Aug., 1959. 3 refs. 
og | Writing from Yale University School of Medicine, 
ontiél the authors report the results of treatment by the rectal 
aad administration of hydrocortisone in 16 cases of ulcerative 
ee 4 colitis. The preparation used consisted of 200 mg. of 
Fix, hydrocortisone hemisuccinate dissolved in 100 ml. of 
- pe ‘sf 7 isotonic saline, which was given by slow rectal drip 
ti infusion daily for 2 weeks. To 7 of the patients a con- 


trol enema of saline alone was given for a period of 7 to 
10 days before the steroid was added. The patients were 
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unaware whether or not they were receiving hydrocorti- 


sone. The results were judged on clinical grounds and 
on the sigmoidoscopic appearances. 

No improvement was noted during the period in which 
saline alone was being given, but in 8 of the 16 patients 
the response to the hydrocortisone was satisfactory, 
with a quick reduction in the number of stools, dis- 
appearance of blood and mucus, and reduction in the 
friability of the mucosa. No side-effects attributable 
to the steroid were observed. Of the remaining patients, 
5 showed some improvement, 2 of them responding well 
initially, but relapsing as soon as treatment was dis- 
continued. One other patient responded well on one 
occasion, less well to a second course, and not at all to 
a third. 

It was the authors’ impression that in those patients 
who responded well the improvement in the appearances 
of the mucosa was more rapid than is observed when 
steroids are given by mouth. They suggest that rectal 
steroid therapy is indicated particularly for patients 
with a short history and a disease process confined to 
the rectosigmoid. They also point out that the lack of 
absorption of steroids from the rectum makes this type 
of local treatment suitable for patients with diseases 
such as tuberculosis and peptic ulcer in whom oral 
therapy is contraindicated. T. D. Kellock 


624. The Liver in Ulcerative Colitis: the Significance 
of Raised Serum-alkaline-phosphatase Levels 

R. W. Bopen, J. G. RANKIN, S. J. M. GouLsTon, and 
W. Morrow. Lancet [Lancet] 2, 245-248, Sept. 5, 
1959. 2 figs., 18 refs. 


Out of 190 cases of ulcerative colitis seen at the Royal 
Prince Alfred Hospital, Sydney, between 1950 and 1958 
biopsy or necropsy revealed some evidence of liver 
disease in 33 cases. In 7 cases a diagnosis of pericho- 
langitis was made on an initial liver biopsy examination; 
in all of these 7 the colitis was mild or only moder- 
ately severe, but 6 had had attacks of jaundice and all 
had persistent hepatomegaly. Of these 7 patients, in all 
of whom the serum alkaline-phosphatase level was above 
50 King—Armstrong units, 2 developed cirrhosis and one 
cholangiocarcinoma. 

In discussion the authors state that pericholangitis 
may be present without a rise in the serum alkaline- 
phosphatase level or any clinical signs of hepatic disease, 
but the history is typically one of attacks of fever, pain, 
and intermittent jaundice, with enlargement of the liver 
and sometimes also of the spleen. The histological 
picture is one of portal and periportal inflammation, 
sometimes associated with hepatocellular degeneration 
and fibrosis, which may either resolve or progress to 
biliary cirrhosis. The authors consider that these 
changes could be due to, among other possible causes, 
intermittent or continuous portal bacteriaemia, and in 
2 of their cases organisms from the veins draining the 
colon were isolated at operation. They recommend that 
in all cases of ulcerative colitis liver function tests should 
be carried out, in particular determination of the serum 
alkaline-phosphatase level and the ‘‘ bromsulphalein ” 
retention test. Thomas Hunt 


625. Carcinoid Heart Disease 

J. Cosun, J. E. Cates, and D. W. PuGu. British Heart 
Journal [Brit. Heart J.] 21, 369-380, July [received 
Sept.], 1959. 7 figs., 38 refs. 


The authors of this paper from the University of 
Bristol and the Royal United Hospital, Bath, report 
3 patients (1 male and 2 female, aged 36 to 66 years) 
who had small malignant carcinoid tumours of the ileum 
with large hepatic metastases and right-sided heart 
disease. In 2 of the cases the condition was diagnosed 
during life by the finding of a high urinary excretion of 
5-hydroxyindole acetic acid (5S-HIAA). All 3 patients 
died, and at necropsy patchy white deposits of collagen 
were found in the arterial wall and on the cusps and 
chordae of the tricuspid and pulmonary valves; both 
valves were stenosed and incompetent. The underlying 
endocardium was normal. The main pulmonary arteries 
beyond the pulmonary valve were spared, as was the 
right ventricle, although the latter was dilated and hyper- 
trophed in consequence of the valvular lesions. The 
collagen deposit was presumed to be caused by 5-hydroxy- 
tryptamine (5-HT), which is possibly related to the 
growth of fibroblasts. The localization of the lesions 
to the areas described appeared to depend on mechanical 
stress. The results of an attempt in one case to relieve 
symptoms by administration of antagonists of 5-HT 
proved disappointing. Bernard Isaacs 


626. Measurement of Cardiac Output Using a Radio- 
isotope and a Scintillation Counter 

W. A. SELDon, J. B. Hickie, and E. P. GeorGe. British 
Heart Journal (Brit. Heart J.] 21, 401-406, July [received 
Sept.], 1959. 2 figs., 16 refs. 


The cardiac output has been determined in 12 patients 
at St. Vincent’s Hospital, Sydney, by the Fick method 
and compared with that obtained by the method of Veall 
et al., in which 25 pc. of radioactive iodinated human 
serum albumin diluted in normal saline is injected into 
an arm vein and the resulting wave of radioactivity 
detected by means of a collimated scintillation counter 
placed over the inner end of the second left intercostal 
space, this counter being connected to a rate meter whose 
output is graphed on a chart recorder. At the end of 10 
minutes 10 ml. of blood is collected in an oxalated tube 
and the radioactivity of the sample determined. The 
descending limb of the isotope dilution curve is extra- 
polated and the area under the curve estimated graphic- 
ally. A formula is given from which the cardiac output 
can then be calculated. 

The results obtained by the two methods, which were 
carried out simultaneously in 9 cases and on different 
days in 3, showed a close agreement (S.D.=13%%) and 
there appeared to be no systematic error in the isotope 
method. Since it does not necessitate cardiac catheter- 
ization but only external counting over the patient’s 
chest and thus exposes him to less irradiation than the 
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fluoroscopic screening necessary for catheterization, it is 
suggested that the isotope method of determining cardiac 
output has several advantages over the Fick method 
and is at least as accurate. C. Bruce Perry 


627. The Accom of Open Heart Surgery: 
the Status of 35 Patients 18 to 36 Months following the 
Operation 

C. P. BaiLey, B. G. Musser, and D. P. Morse. Ameri- 
can Journal of Cardiology [Amer. J. Cardiol.] 4, 147-154, 
Aug., 1959. 7 figs., 11 refs. 


The authors review the results after 18 to 36 months 
in their first 35 patients who survived cardiac surgery 
performed with the aid of a total cardio-pulmonary by- 
pass at the Bailey Thorac Clinic (Hahnemann Medical 
College), Philadelphia. The series included 23 cases of 
acquired aortic stenosis, 3 of congenital aortic stenosis, 
2 of aortic insufficiency, 4 of Fallot’s tetralogy, and 3 of 
ventricular septal defect. A Friedland—Gemeinhardt 
oxygenator, modified from the DeWall apparatus, was 
used with two “ sigmamotor” pumps to replace the 
ventricles and, in some cases, a third pump for retrograde 
perfusion of the coronary sinus. Extracorporeal flow 
was maintained near to the patient’s normal cardiac 
output; elective cardiac arrest was not used. The last 
patient in the series was perfused by means of a new 
technique involving the use of the patient’s own lungs as 
oxygenator. 

The patients with acquired aortic stenosis, 2 women 
and 21 men aged from 29 to 58 years, were completely 
or greatly improved clinically, but subsequent cardiac 
catheterization showed failure to restore normal pressure 
and flow relationships. In such cases the authors now 
use a new technique for removing calcium accretions and 
scar tissue from the concave sides of the valve cusps so 
as to restore their mobility and function to near normal. 
Both patients with severe aortic incompetence were 
treated by excision of the non-coronary-bearing cusp, 
this resulting in the production of a competent bicuspid 
valve and complete relief of symptoms. In the cases of 
Fallot’s tetralogy and ventricular septal defect repair 
appeared to be virtually complete. The authors conclude 
that these preliminary results (improvement in 34 out of 
35 cases) are encouraging, and with the addition of a 
more effective neutralizer of heparin (‘‘ polybrene ”) 
now available and improved methods of preventing ait 
embolism they look forward to still better results from 
open heart surgery. K. G. Lowe 


628. Heart Sounds and Murmurs in Ventricular Septal 
Defect 
M. Lessor.. Guy’s Hospital Reports [Guy’s Hosp. Rep.) 
108, 361-372, 1959. 8 figs., 8 refs. 

In 60 patients with ventricular septal defect, the 
heart sounds and murmurs were analysed by means of 
phonocardiographic records. In addition to the charac- 


tg 
| a 
h: 
al 
| 
to 
sh 
ar 
thi 
i sx 
| 
vi 
| inc 
| at 
cis 
] 
4 ax 
| an 
Ce 
vit 
a.1d 
wit 
nal 
ral 
4 
| 629. 
with 
5. 
[Sri 
refs. 
In 
Hos 
odta 
80, 1 
ische 
the 
rest, 
take: 
' such 
tensi 
| in fa 
mort 
durir 
cardi 
hard] 
| 
4 a 


ieristic pansystolic murmur, patients with a blood flow 
ecross the defect of 5 litres per minute or more usually 
have increased splitting of the second sound and nearly 
aiways have a mitral diastolic flow murmur. When 
pulmonary hypertension is present and the blood flow 
t rough the lungs is not large, the systolic murmur may be 
snort and soft, the second sound single or closely split, 
znd the pulmonary component of the second sound 
intense and reverberating. Patients with a pulmonary 
arterial diastolic pressure of over 30 mm. Hg often have 
te diastolic murmur of pulmonary regurgitation. 

In cyanosed patients with associated pulmonary steno- 
s 3 (Fallot’s tetralogy) the pulmonary component of the 
s:cond sound is absent or very greatly diminished. 
(-ceasionally, continuous murmurs are present in patients 
vho have increased bronchial flow. In acyanotic 
pitients with pulmonary stenosis who have a normal or 
ii creased blood flow through the lungs, the pulmonary 
component of the second sound is usually present 
a though diminished. An early systolic ejection sound 
is prominent in pulmonary atresia and in the more severe 
c.ises of Fallot’s tetralogy. 

In defects which involve the septum at both atrial 
aid ventricular levels, the clinical features of ventricular 
aid atrial septal defect and of mitral and tricuspid 
r-gurgitation may all be present. Atrial systolic mur- 
murs are common and are helpful in diagnosis. In- 
c eased splitting of the second sound that does not vary 
v ith respiration also suggests the presence of a defect at 
a.rial level. Separate systolic murmurs in the mitral 
aid tricuspid areas occur but are difficult to identify 
with certainty. There may be other associated abnor- 
nalities, such as aortic regurgitation or corrected trans- 
position of the great vessels, but these were infrequent 
ii. the present series.—[Author’s summary.] 
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629. Ischaemic Electrocardiograms in Symptomless Men, 
with a Note on the Serum Lipoproteins 
WeITzMAN and E. B. Smitu. British Medical Journal 


[3rit. med. J.] 2, 162-166, Aug. 15, 1959. 8 figs., 23 
refs. 


In the study here reported from St. Bartholomew’s 
Hospital, London, 12-lead electrocardiograms were 
obtained from 100 male in-patients aged between 50 and 
80, none of whom had symptoms or clinical evidence of 
ischaemic heart disease. In 10 cases the tracing showed 
the characteristic changes of myocardial ischaemia at 
rest, and in a further 2 after exercise. Since care was 
taken to eliminate factors which may simulate ischaemia, 
such as electrolyte disturbances, pericarditis, and hyper- 
tension, it is concluded that these abnormal records were 
in fact due to subclinical ischaemic disease. 

In view of the frequency with which coronary arterial 
atheroma and its pathological effects are found post 
mortem although there have been no referable symptoms 
during life, an electrocardiographic incidence of myo- 
cardial ischaemia of 12°% in the age group studied is 
hardly surprising. The authors emphasize, however, 
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that the diagnostic value of electrocardiography in such 
patients is correspondingly limited. Though physicians 
are rightly prepared to ignore a normal electrocardio- 
gram when a typical history of angina pectoris is ob- 
tained, it is less often appreciated that in cases of chest 
pain of doubtful origin an abnormal tracing may be 
equally misleading. S. G. Owen 


630. Measurement of the Error in Wilson’s Central 
Terminal: an Accurate Definition of Unipolar Leads 

G. E. Dower, J. A. Ossorne, and A. D. Moore. British 
Heart Journal (Brit. Heart J.] 21, 352-360, July [received 
Sept.], 1959. 3 figs., 18 refs. 


The realization that error in Wilson’s central terminal 
could lead to clinical misinterpretation of electrocardio- 
grams has prompted the development of a method for 
measuring this error in patients. The patient is placed 
in a hammock at the centre of a shielded room and the 
potential between the central terminal and the shielding 
measured directly. Development of the principle under- 
lying this technique has necessitated the adoption of a 
more precise definition of zero reference than that origin- 
ally proposed by Wilson and his associates. The poten- 
tial of an electrode at an infinite distance is taken as zero 
and the configuration of the electric field inside and out- 
side the body is considered to be that which would exist 
if the body were in free space. This more complete 
definition has been shown to be consistent with the 
general concept of unipolar leads. 

The error in the central terminal was measured in 117 
cases and found to be greater than +0-2 mv. in 29. 
There appeared to be an 8°% probability that the error 
would, in any given subject, exceed 0-3 mv. It is con- 
cluded that electrocardiographic diagnosis should not 
hinge on standard unipolar lead QRS signals of this 
magnitude.—[Authors’ summary.] 


631. Some Observations on P-wave Morphology in Pre- 
cordial Lead V; in Patients with Elevated Left Atrial 
Pressures and Left Atrial Enlargement — 

D. E. Dines and T. W. PARKIN. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
34, 401-408, Aug. 19, 1959. 2 figs., 18 refs. 


The P wave in the right precordial lead (V1) of the 
electrocardiogram (ECG) was studied at the Mayo Clinic 
in 50 normal individuals and in 31 patients in whom 
either the left atrial pressure or the pulmonary wedge 
pressure was increased. In 25 (50%) of the normal 
subjects the ECG showed diphasic (plus—minus type) 
P waves, the mean duration of the diphasic waves being 
0-27 second. The depth of the negative portion ranged 
from 0-5 to 1-5 mm. (mean 0-8 mm.). There were four 
records with negative P waves, the deflection never being 
more than 1:0 mm. Diphasic P waves were present in 
the ECG of 27 (87°) of the 31 patients. The depth of 
the negative deflection ranged from 0-5 to 3-5 mm. (mean 
2-55 mm.) and the mean duration of the P wave was 0-12 
second. A broad (0-1 second) diphasic P wave with a 
deep (1-5 mm.) negative deflection was seen in 16 (84°) 
of 19 cases of predominant mitral stenosis and in all of 8 
cases of predominant mitral incompetence. Among the 
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31 patients a broad, notched P wave was found in Lead IT 
in 87°4—that is, the same incidence as that of a diphasic 
P wave in Lead V1. William A. R. Thomson 


PERICARDITIS 


632. Annular Constrictive Pericarditis, with an Account 
of a Patient with Functional Pulmonary, Mitral, and 
Aortic Stenosis 

P. Mounsey. British Heart Journal [Brit. Heart J.| 21, 
325-334, July [received Sept.], 1959. 8 figs., 9 refs. 


In this paper from the London Hospital 5 cases of 
constrictive pericarditis are described, in 4 of which the 
main constriction was due to the presence of an annular 
band at the level of the atrioventricular groove. At 
operation this band was divided, with complete relief 
of symptoms in 2 cases; in the remaining 2 further 
clearing of the pericardium from the ventricles was 
necessary. In the fifth case signs of mitral stenosis 
developed after a similar operation, and 5 years later 
further signs of pulmonary and aortic stenosis were 
observed. Operation 7 years after the first demon- 
strated the presence of a tight constriction around the 
origin of the aorta and the pulmonary arteries. This 
constriction extended into the atrioventricular groove 
on either side, and division of these bands was followed 
by recovery. 

The diagnosis is discussed and the clinical and opera- 
tive findings and the appearances of the electrocardio- 
gram are described. The author emphasizes that the 
pericardial thickening was most marked around the 
base of the ventricles where most movement of the heart 
took place and where, therefore, the friction between the 
lining surfaces was greatest. J. B. Wilson 


633. Newer Aspects of Diagnostic and Therapeutic 
Management of Acute Idiopathic Pericarditis 

R. E. Fremont and B. W. Voix. Diseases of the Chest 
[Dis. Chest] 36, 319-327, Sept., 1959. 4 figs., 17 refs. 


Since the differential diagnosis of tuberculous, rheu- 
matic, and acute idiopathic pericarditis is often difficult 
the authors review the diagnostic value of the following 
currently available laboratory procedures: the fibrinogen 
polymerization (F.P.) test, C-reactive protein (C.R.P.) 
test, and determinations of the erythrocyte sedimenta- 
tion rate (E.S.R.), plasma fibrinogen concentration, anti- 
streptolysin-O (AS-O) titre, and serum glutamic oxal- 
acetic transaminase (G.O.T.) level. 

In a small series of 15 cases of idiopathic, 3 of rheu- 
matic, and 2 of tuberculous pericarditis reported from the 
Albert Einstein College of Medicine, Brooklyn, New 
York, the authors found that all tests except the E.S.R. 
gave a negative result in the tuberculous patients. In 
acute idiopathic pericarditis the result of the F.P. test 
was consistently positive and correlated well with the 
high E.S.R. and the plasma fibrinogen concentration, 
but poorly with the C.R.P. value and AS-O titre. The 
F.P. test also gave positive results in acute rheumatic 
pericarditis and correlated well with the E.S.R., C.R.P., 
and plasma fibrinogen values, but poorly with the AS—O 
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titre. The F.P. test was not affected by corticosteroid 
therapy and gave the best correlation with apparent 
clinical activity in the cases of rheumatic or idiopathic 
pericarditis. 

Acute pericarditis may sometimes be difficult to differ- 
entiate from myocardial infarction, particularly when the 
electrocardiogram fails to show the pattern of trans- 
mural infarction characterized by abnormal Q waves 
or pericardial: friction appears in the course of acute 
myocardial infarction and persists unduly long. The best 
laboratory aid is then usually obtained from the result of 
the F.P. test, which is positive in pericarditis and negative 
in myocardial infarction, combined with that of estima- 
tions of the serum G.O.T. and aldolase levels, which are 
normal in pericarditis and elevated in transmural myo- 
cardial infarction. 

Pointing out that these findings confirm those in a 
smaller series presented in a previous report (Amer. J. 
Cardiol., 1958, 1, 480; Abstr. Wid Med., 1958, 24, 265), 
the authors stress the value of corticosteroid therapy in 
idiopathic and rheumatic pericarditis of severe degree. 
Moreover, such therapy may at times succeed in tubercu- 
lous pericarditis when triple-drug antituberculous therapy 
has failed to control the pericarditis. K. G. Lowe 


CHRONIC VALVULAR DISEASE 


634. Persistence of Right Ventricular Hypertrophy fol- 
lowing Mitral Valvotomy 

R. V. R. Ropriquez Torres, J. MACKINNON, E. G. 
Wape, and C. F. H. Vickers. British Heart Journal 
[Brit. Heart J.] 21, 381-388, July [received Sept.], 1959. 
8 figs., 12 refs. 


Of 200 patients subjected to mitral valvotomy at 
Manchester Royal Infirmary between the years 1952 
and 1957, 54 showed electrocardiographic evidence of 
right ventricular hypertrophy and these have been speci- 
ally studied, together with 6 similar cases operated on at 
the Manchester Regional Thoracic Surgical Centre. Of 
the 60 patients, 11 (18°%) died within 24 hours of opera- 
tion, but the majority of the 49 survivors have experi- 
enced excellent functional improvement. In 29 cases 
(59%) the electrocardiogram returned to normal within 
various periods ranging from less than 3 months up to 
2 years, in a further 6 cases (13°%) evidence of right 
ventricular hypertrophy became less marked, but in the 
remaining 14 (28°) there was no change. 

The degree of recovery was not related to the patient’s 
age or sex, but a fairly extensive split of the valve at 
operation increased the chance of the electrocardiogram 
reverting to normal, and results were also better in 
patients whose symptoms had been present for less than 
7 years. It is therefore argued that the increased pul- 
monary vascular resistance, which is presumably the 
cause of the appearance of signs of right ventricular 
hypertrophy in the electrocardiogram, is often reversible. 
It is concluded that the development of signs of right 
ventricular hypertrophy in the electrocardiogram, far 
from being a contraindication to operation, indicates a 
considerable chance of success, and the authors confirm 
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the conclusion of Baker ef al. (Brit. med. J., 1955, 2, 
283; Abstr. Wild Med., 1956, 19, 367) that “‘ the greater 
tne degree of pulmonary hypertension, the greater the 
chance of success from valvotomy ”’. 


C. Bruce Perry 


(35. Assessment of Mitral Valve Disease by Left Heart 
‘-atheterization 

|. W. Hancock. British Heart Journal (Brit. Heart J.] 
21, 389-400, July [received Sept.], 1959. 10 figs., 9 
refs. 


In this study, carried out partly at Guy’s Hospital, 
london, and partly at Boston City Hospital, the author 
has assessed the value of left heart catheterization in 
¢ stinguishing the relative importance of mitral stenosis 
aid mitral regurgitation as seen in combination in 75 
pitients. Left atrial puncture was performed by the 
1 ght posterior transthoracic route with the patient in 
t..e prone position and the left ventricle catheterized with 
a polyethylene catheter, simultaneous left atrial and left 
\-ntricular pressures being recorded in many cases by 
reans of a second atrial puncture. The mitral valve 
aea was calculated from a modification of Gorlin’s 
f-rmula. There were no deaths and no instances of 
c rdiac tamponade, but haemoptysis and (slight) 
p reumothorax occurred in 12%. The left auricle was 
s .ccessfully punctured in every case and the left ventricle 
s ccessfully catheterized in 96%. 

The 75 patients studied fell into three groups as follows: 
(;) 35 patients with pure mitral stenosis in whom there 
Wis a significant gradient across the valve and no 
1 gurgitation clinically or at operation; (2) 24 patients 
with a significant gradient across the valve and also 
regurgitation, in some of whom the stenosis was the 
p:edominant lesion and in some the regurgitation; and 
(s) 14 patients in whom mitral regurgitation was diag- 
nosed clinically and no significant pressure gradient 
across the valve was found. A further 2 patients 
exhibited the physical signs of mitral stenosis but no 
pressure gradient was found, and it is suggested that 
tis may occur with mitral valvulitis of little functional 
significance. In the patients with pure mitral stenosis 
the calculated area of the mitral valve corresponded well 
with the operative findings. In those with combined 
stenosis and regurgitation the assessment was less cer- 
tain, but calculation of the area as for mitral stenosis 
proved reasonably accurate, the stenosis in some cases 
being as severe as in pure mitral stenosis. The patients 
with combined lesions varied from those with no pressure 
gradient, despite physical signs of stenosis, to those with 
a considerable gradient and both stenosis and regurgita- 
tion. Of 33 such patients, 9 had no gradient, 10 had a 
calculated valve area of more than 1-5 sq. cm. (these 
were not operated on), and of 14 with a calculated valve 
area of less than 1-5 sq. cm., all but 3 were found to have 
considerable stenosis at operation. Further help in 
distinguishing whether stenosis or regurgitation pre- 
dominated was provided by the left atrial pulse form,and 
by dye-dilution curves, although both methods showed a 
considerable overlap. It is suggested that the shape of 
the dye-dilution curve may be more affected by the size 
of the left auricle. The murmur of mitral stenosis was 
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found not to be truly mid-diastolic, but rather early or 


sometimes late diastolic. Pure mitral regurgitation 
might be associated with a mid-diastolic murmur. Mitral 
regurgitation was often associated with some degree of 
left ventricular failure as judged by a rise in the filling 
pressure of the left ventricle. C. Bruce Perry 


636. The Hemodynamic Results of Surgery for Aortic 
Stenosis 

W. L. Kraus, R. C. SCHLANT, C. B. Moore, D. S. Dock, 
E. Woopwarp Jr., F. W. Haynes, and L. Dexter. 
American Heart Journal [Amer. Heart J.| 58, 174-189, 
Aug., 1959. 1 fig., 30 refs. 


Left heart catheterization was carried out before and 
after operation in order to assess the results of trans- 
aortic valvuloplasty performed on 19 patients at the 
Peter Bent Brigham Hospital, Boston. All had severe 
aortic stenosis; 7 were without other valvular disease, 
but aortic incompetence, thought to be insignificant on 
the grounds of a minor aortic diastolic murmur without 
peripheral signs, was present in the remainder, of whom 
5 also had mitral disease. 

Preoperatively the peak left ventricular pressure 
ranged from 144 to 264 mm. Hg, with mean systolic 
gradients across the aortic valve varying from 29 to 113 
mm. Hg. The cardiac index was normal in the patients 
with pure stenosis (except for one who was found at 
operation to have severe coronary arterial disease), but 
tended to be low in those with other valvular defects. 
The calculated area of the aortic valve by the Gorlin 
formula in no case exceeded 0-7 sq. cm. (normal range 
2:6 to 3-5 sq. cm.). Systolic, diastolic, and pulse 
pressures in the brachial artery were unrelated to severity 
of the stenosis, though all tracings showed some delay 
in systolic upstroke and variable anacrotic notching. 
After operation the valve area increased slightly but 
significantly (by 0-2 sq. cm. or more) in 11 patients, in 
9 of them to above the area of 0-7 sq. cm. held to be 
critical symptomatically. Of the 8 patients who failed 
to show any increase in valve area, 6 belonged to the 
group of 7 with aortic incompetence as the only other 
defect; since calculations of the area were based on 
forward flow only, increased regurgitation rather than 
actual failure to enlarge the orifice may have been 
responsible. Systolic ventricular pressure and trans- 
valvular gradients fell as much in these as in the successful 
cases, but the cause was a decrease in cardiac output. 
All 5 patients with mitral disease also showed post- 
operative improvement in aortic valve area, mitral val- 
vuloplasty having been carried out at the same time in 3 
who had mitral stenosis. In the other 2, dye-dilution 
curves revealed that mitral regurgitation had lessened as a 
result of aortic valvuloplasty. 

_ Follow-up periods have not yet been long enough to 
allow of useful assessment of the clinical prognosis after 
operation for aortic stenosis, but in view of the present 
surgical mortality of 8 to 10% the authors consider 
that operation should be reserved until the symptomatic 
stage of the condition is reached. Before angina, syncope, 
or left ventricular failure appears the medical prognosis 
is much better: thereafter, however, aortic valvulo- 
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plasty appears to be of real value. The present results 
suggest that neither a concomitant mitral lesion nor 
coronary arterial disease precludes a successful result. 
Associated aortic incompetence on the other hand, even 
of clinically minor degree, is likely to remain a contra- 
indication until a successful method of dealing with it is 
available. S. G. Owen 


637. A Consideration of Hemodynamic Criteria for 
Operability in Mitral Stenosis and in Mitral Insufficiency. 
[Review Article] 

R. M. Harvey and M. I. Ferrer. Circulation [Circula- 
tion] 20, 442-450, Sept., 1959. 7 figs., 23 refs. 


638. Postoperative Physiopathologic Results in Mitral 
Stenosis 

E. CoetHo, A. BorDALO E SA, J. MALTEZ, E. DE PAVIA, 
S. S. Amram, A. SALES Luiz, E. M. CoeLnHo, and V. 
TAVARES. American Journal of Cardiology [Amer. J. 
Cardiol.) 4, 163-179, Aug., 1959. 16 figs., 30 refs. 


From their cases of mitral stenosis subjected to com- 
missurotomy at the Centre for Cardiology, Lisbon, the 
authors have selected for analysis 200 in which preopera- 
tive cardiac catheterization was performed and in which 
the follow-up was adequate. In 28 of these patients the 
left atrial and ventricular pressures were recorded at 
operation, but it was found to be difficult to correlate 
immediate changes in left atrial pressure and in the 
atrio-ventricular pressure gradient with the clinical 
results of valvotomy. 

Of 28 patients in whom right heart catheterization was 
carried out within 6 months of operation, 15 showed a 
very marked decrease in pulmonary arterial and pul- 
monary “‘ capillary ’’ pressures which correlated well with 
their excellent clinical improvement, in 5 there was less 
adequate improvement in pulmonary hypertension al- 
though the clinical results were good, while in the 
remaining 8 there was little improvement or even worsen- 
ing of pulmonary hypertension with, however, rather poor 
correlation with clinical changes, possibly because of 
postoperative mitral incompetence in some cases. Of 
17 further patients in whom right heart catheterization 
was performed more than 6 months after operation, 9 
showed a marked decrease in pulmonary arterial and 
pulmonary “ capillary’ pressures, associated with an 
excellent clinica] response. One of these patients, how- 
ever, developed acute pulmonary oedema during 
catheterization, owing presumably to loss of the protec- 
tive effect of pulmonary arterial hypertension on the 
pulmonary capillary bed. In 8 cases there was signifi- 
cant divergence between the clinical response and the 
haemodynamic findings, and in some of these this may 
have been due to rheumatic reactivation. Phonocardio- 
graphy showed delay in the opening snap and a shortened 
interval between the first sound and QRS postoperatively 
in half the patients. There was no permanent post- 
operative change in the electrocardiogram in 50% of 
cases, but the other 50°% showed such changes as counter- 
clockwise rotation of the electrical axis and loss of the 
mitral configuration of the P wave. Radiological signs 
of pulmonary hypertension were observed to disappear in 
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one-third of the patients. The “ post-pericardiotomy 
syndrome” (a term which the authors prefer to the 
** post-commissurotomy syndrome” as being more 
accurate) was observed in 25 patients, usually between 
one and 3 months after operation, and electrocardio- 
graphic signs of pericarditis were present in all. Excellent 
or good clinical results were obtained in two-thirds of the 
cases and the mortality was 6°%. K. G. Lowe 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


639. Prophylaxis of Ischaemic Heart-disease by Thyroid 
Therapy 

B. O. Barnes. Lancet [Lancet] 2, 149-152, Aug. 22, 
1959. 2 figs., 14 refs. 


The association between myxoedema and atherosclero- 
sis and a raised serum cholesterol level suggested a trial 
of thyroid therapy for the control of hypercholestero- 
laemia and the prevention of arterial disease. Out of a 
total of 700 patients seen in a private general practice in 
Denver, Colorado, over the past 9 years, 80 with a blood 
cholesterol level of over 200 mg. per 100 ml. were 
selected for treatment. Desiccated thyroid was given 
in a dosage of 65 to 260 mg. daily, this being adjusted 
to bring the serum cholesterol level below 200 mg. per 
100 ml. The average serum cholesterol level before 
treatment was 242 mg. per 100 ml.; after treatment it 
was 180 mg. per 100 ml. in all except 5 of the patients. 
In 4 patients given thyroid therapy following myocardial 
infarction the serum cholesterol level, which ranged 
from 201 to 375 mg. per 100 ml., promptly fell, although 
one patient, a man aged 70, died from recurrent infarc- 
tion after 18 months. The author states that the interval 
since treatment is not sufficient to permit conclusions 
concerning the long-term effect of the drug on the 
incidence of atherosclerosis. 

It is concluded that administration of thyroid is a 
simple and cheap method of reducing the serum choles- 
terol level over long periods. The drug can safely be 
given to patients with coronary arterial disease, provided 
treatment is introduced gradually. David Phear 


640. Long-term Anticoagulant Treatment of Coronary 
Thrombosis in General Practice 

W. M. LouGurince. British Medical Journal [Brit. 
med. J.| 2, 217-220, Aug. 22, 1959. 31 refs. 


Experience of long-term anticoagulant therapy of 
coronary thrombosis in 12 patients (10 male and 2 
female) in an urban and rural general practice in Nor- 
thern Ireland is described. Initially the patients received 
the same type of anticoagulant in the same dosage as 
they had received in hospital after admission for coronary 
infarction. A sample of blood was taken in the patient’s 
home the morning after discharge from hospital and 
sent by bus to the laboratory for prothrombin estimation, 
the results being received by the patient’s doctor by 
telephone in the afternoon. If the prothrombin level 
was satisfactory (20°%) the same dosage of anticoagulant 
was continued and further blood samples were taken 
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weekly; if the level was unsatisfactory and the dosage 
was altered accordingly, blood samples were examined 
every 2 or 3 days until a steady prothrombin level of 20°% 
was achieved. When the patient was sufficiently well he 


called at the surgery one morning each week for blood 
samples to be taken. — 


coagulant therapy in their own homes must be intelligent 
e10ugh to understand the nature of the illness and the 
risks of treatment. Such treatment is contraindicated: 
(‘) in the presence of any condition tending to cause 
haemorrhage—for example peptic ulceration or a 
hiemorrhagic diathesis; (2) in patients with impaired 
hepatic or renal function; (3) if the patient is not suffi- 
cently dependable to take the proper dosage or to attend 
for blood tests; or (4) if the patient is not intelligent 
e10ugh.to carry out emergency treatment himself should 
hiemorrhage occur. The blood group of each patient 
was determined and he was issued with a card explaining 
tie possible need for an injection of vitamin K; (10 mg. 
0. phytomenadione); in addition he was given two cap- 
sles of this preparation for oral administration if bleed- 
it g was noticed. Should a patient be temporarily out of 
rach of a hospital where suitable emergency treatment 
was available the dosage of the anticoagulant was 
rmduced. The dangers of taking other drugs, such as 
a pirin and other anti-inflammatory agents, certain 
antibiotics, and an excess of alcohol, were stressed. 

The number of cases treated was too small for statistical 
analysis, but no deaths occurred and there were no fresh 
aitacks of thrombosis during treatment. 

A review of the literature did not reveal any other 
rports of a general practitioner trial in Great Britain 
aid Northern Ireland. The difficulties peculiar to 
general practice are outlined and the possible extension 
0 this treatment is discussed. J. Warwick Buckler 


641. Hyperuricemia—Relationship to Hypercholester- 
e:nia and Acute Myocardial Infarction 

P. M. Koun and G. B. Prozan. Journal of the American 
Medical Association [J. Amer. med. Ass.| 170, 1909- 
1912, Aug. 15, 1959. 12 refs. 


Hyperuricaemia has been reported to be a concomit- 
ant of myocardial infarction with a similar degree of 
frequency as hypercholesterolaemia. At Mount Sinai 
Hospital, Cleveland, 50 consecutive patients, 35 men and 
1S women aged 31 to 70 years, with acute myocardial 
infarction were selected for study, only diabetics, patients 
above 70 years of age, and those who died less than 48 
hours after admission being excluded. The diagnosis 
of myocardial infarction in all cases was confirmed by 
typical electrocardiographic changes as well as elevated 
serum transaminase levels. Serum uric acid and 
cholesterol levels were determined in each patient shortly 
alter admission, and in most cases at subsequent intervals 
during the course of their stay in hospital, the blood 
uric acid level being determined by the phosphotungstate— 
sodium-cyanide method of Brown and the serum 
cholesterol level by the standard method of Bloor. 

In 20 of the men and 6 of the women the serum uric 
acid level was above 6 mg. per 100 ml. and in 32 men and 
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The author states that patients selected for anti- 
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10 women above 5 mg. per 100 ml., while in 43 of the 
50 patients the serum cholesterol level was above 250 
mg. per 100 ml. Only one man and one woman had 
normal levels of both uric acid and cholesterol. The 
higher incidence of hyperuricaemia in this series than in 
other reported series may, it is thought, be attributable to 
the high percentage of Jewish patients at this hospital. 
It is known that hyperuricaemia, as hypercholesterol- 
aemia, is inherited as a simple Mendelian dominant char- 
acteristic, and inasmuch as this group of patients may 
have been extremely inbred a hereditary defect such as 
hyperuricaemia or hypercholesterolaemia would tend to 
have a disproportionately high incidence. Because of the 
apparently high incidence of hyperuricaemia in associa- 

tion with myocardial infarction it is suggested that the 
uric acid level be considered in assessing proneness to 
coronary heart disease along with the serum cholesterol 
level, family history, and other relevant factors. The 
prophylactic use of probenecid is recommended in per- 
sons with hyperuricaemia, particularly in those who have 
also a raised serum cholesterol level and a family history 
of coronary heart disease. A. J. Karlish 


642. Influence of Myocardial Infarction on Plasma- 
lipoprotein Concentration 

C. Dopps and G. L. Mitts. Lancet [Lancet] 1, 1160- 
1163, June 6, 1959. 3 figs., 23 refs. 


At the Middlesex Hospital Medical School, London, 
the average plasma lipoprotein patterns of healthy 
Englishmen were compared with the patterns found in 
patients with ischaemic heart disease who were studied 
for 2 months after myocardial infarction, the object 
being to establish whether the two groups differed and 
whether infarction itself influences the lipoprotein pat- 
tern. Three widely used methods of lipoprotein analysis 
were used—ultracentrifugal analysis for estimating the 
low-density (8) fractions and the “ atherogenic index ”; 
paper electrophoresis for estimating the pre-f lipid; 
and Cohn fractionation for estimating the B and « lipo- 
proteins, the cholesterol content of the fractions, and 
the total plasma cholesterol concentration. The “ nor- 
mal” data were obtained from 220 healthy male volun- 
teers of average age 56 years. The patients were in two 
groups: (1) 19 men [age not stated] from whom single 
blood samples were obtained about 6 weeks after 
infarction; and (2) 78 patients [sex not stated] of average 
age 58 years from whom samples were taken within 24 
hours of the attack, 3 or 4 days later, and weekly there- 
after. 

The results revealed a significant difference between 
the three groups. In Group 1 both the total and B- 
cholesterol levels were considerably higher, a signifi- 
cantly lower percentage of the total cholesterol was 
contained in the a-lipoprotein fraction, and the athero- 
genic index was higher than in the control group. The 
average values for Group 2 were intermediate, although 
still significantly different from those of the control 
group. However, the serial samples from Group 2. 
showed a considerable swing in the lipoprotein levels after 
infarction, and ultracentrifugal analysis showed each 
Sf range to be affected differently. The increase in total 
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cholesterol content was due almost entirely to an increase 
in 8 cholesterol and outweighed a simultaneous slight 
decrease in « cholesterol. The lipoproteins with “ stan- 
dard ”’ flotation rates (corrected for the Johnston—Ogston 
effect) of S°f 0 to 12 units varied like the total choles- 
terol level, falling to normal during the first few days of 
illness and then rising steadily. The S°f 12 to 20 lipo- 
proteins also fell sharply to near normal, but did not 
rise again until about the fourth week, when there was a 
sudden rise to values considerably above the initial levels. 
The S°f 20 to 100 (hence also the pre-f lipid, which is 
identical) and the S°f 100 to 400 lipoproteins differed 
from the other types in showing no initial fall after the 
infarction, but rising steadily from values near normal 
to a maximum value at about the fourth week. The 
atherogenic index, reflecting changes in all the lipopro- 
tein moieties, showed an initial fall after infarction 
followed by an immediate rise to a maximum value, 
reached between 4 and 8 weeks later, which might be 
very much higher than at the time of the attack. 

The authors discuss their results in conjunction with 
those reported from other laboratories. Their experi- 
ment confirms that before myocardial infarction some 
at least of the blood lipoprotein levels are abnormally 
high and that infarction itself causes a profound change 
which is manifest for at least 2 months after the attack. 
The preliminary fall before the rise may be a stress 
phenomenon. They emphasize also that myocardial 
infarction is not always associated with an abnormal 
lipoprotein pattern and that about 5% of patients exhibit 
no post-infarction changes. The largest variations were 
observed in the patients with the highest levels before 
infarction. These were usually younger men, the elderly 
tending to retain normal values. They conclude that in 
certain cases the blood lipoproteins are concerned in 
the development of coronary arterial disease and that the 
event of myocardial infarction itself further affects the 
lipoprotein pattern. Celia Oakley 


643. Hemorrhagic Duodenitis in Myocardial Infarction 
A. M. Katz. Annals of Internal Medicine [Ann. intern. 
Med.| 51, 212-218, Aug., 1959. 1 fig., 25 refs. 


** Haemorrhagic duodenitis ’’ has been observed at 
necropsy on patients suffering from extensive burns, 
injury to the central nervous system, and tumour of the 
brain and also following major operative procedures. 
The first part of the duodenum is most frequently 
involved, and histological examination reveals dilatation 
of mucosal vessels with haemorrhage and oedema in the 
submucosal interstitial tissue. Over a 6-year period at 
the Cedars of Lebanon Hospital, Los Angeles, the 
author noted this lesion in 25 cases—20 of acute myo- 
cardial infarction, and one each of cerebral vascular 
accident, brain tumour, pulmonary thrombosclerosis, 
hypersensitivity to penicillin, and bacterial endocarditis. 
Only one patient had haematemesis and melaena before 
death. Most of the patients had received anticoagulants, 
but none had any other evidence of a bleeding tendency. 
Of the 25 patients, 4 died suddenly, *‘ presumably from 
ventricular fibrillation or cardiac standstill”; the 
remainder died with a clinical picture of shock and left 
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ventricular failure. The author suggests that the duo- 
denal lesion may be due to a neurogenic vasomotor 
response as part of the so-called “* alarm reaction ”’. 

K. G. Lowe 


644. A Clinical Trial of Penta-erythritol Tetranitrate, 
a Khellin Derivative (Recordil), and Iproniazid in Angina 
of Effort 

H. A. Dewar, A. R. Horcer, and D. J. NEWELL. British 
Heart Journal [Brit. Heart J.] 21, 315-322, July [received 
Sept.], 1959. 22 refs. 


A trial of penta-erythritol tetranitrate (PETN), a 
khellin derivative (‘‘ recordil’’), and iproniazid in the 
treatment of angina is described in this paper from King’s 
College, Newcastle upon Tyne, all three drugs having 
been found very effective in previous uncontrolled trials. 

In the first part of the trial 19 patients received tablets 
of the khellin derivative and also two batches of 
identical tablets, one containing 30 mg. of PETN and 
one containing an inert substance, a double-blind tech- 
nique being used. These tablets were taken 3 times 
daily for 2 consecutive periods of a fortnight each. 
This was followed by administration of 60 mg. of — 
3 times daily for a further 2 weeks. 

In the second part of the trial 20 patients es 
iproniazid and control tablets, each for a period of 3 
weeks, a double-blind technique again being used. The 
dose of iproniazid was 50 mg. 3 times a day initially, 
reduced if side-effects occurred. 

None of the drugs significantly affected the number of 
attacks of angina or the number of trinitrin tablets 
required. David Phear 


645. Iproniazid in the Treatment of Angina of Effort 

P. J. D. SNow and D. E. ANperson. British Heart 
Journal (Brit. Heart J.] 21, 323-324, July [received Sept.], 
1959. 3 refs. 


Iproniazid was tried for the relief of moderate or 
severe angina in 52 patients at Manchester Royal In- 
firmary. The patients received tablets containing 50 
mg. of iproniazid and similar tablets containing lactose, 
and each preparation was taken 3 times a day for 3 
weeks, the double-blind technique being used. 

Of the 52 patients, 11 failed to complete the trial; this 
was due to aggravation of angina in 2 who were receiving 
control tablets at the time, to myocardial infarction in 
one who was receiving iproniazid, and to side-effects in 
7, only 3 of whom were taking iproniazid at the time; one 
patient defaulted without apparent reason. Of the 41 
patients completing the trial, 11 improved with iproniazid 
alone and 6 with control tablets alone. Some improve- 
ment was observed in 17 patients with both preparations 
and only 7 did not respond to either drug. Thus 28 
patients improved on iproniazid compared with 23 on 
control tablets, there being no significant difference 
between these figures. David Phear 


646. The Nitrous-oxide Method for Determining Coron 
ary Blood Flow in Man. [Review Article] 

G. G. Rowe. American Heart Journal [Amer. Heart J. 
58, 268-281, Aug., 1959. Bibliography. 
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HEART FAILURE 


(47. A Hospital Study of Congestive Heart Failure, with 
Special Reference to Cor Pulmonale 

C. H. StuART-Harris, R. S. H. Twipce, and M. 
Lritish Medical Journal [Brit. med. J.] 2, 201-208, Aug. 
22, 1959. 1 fig., 14 refs. 


This detailed report has been compiled by the authors 
fiom the case histories of 487 patients with congestive 
h-art failure admitted to seven general hospitals of the 
Sieffield Hospital Region during 1955 and 1956. At each 
h »spital patients under 70 years of age with a diagnosis 
© congestive heart failure were examined as soon as 
possible after admission and included in this study if 
t!ey showed a raised jugular venous pressure and/or 
h.patomegaly and also oedema of the lower extremities 
a d/or back. Standard record cards were used to record 
t! e history and clinical details, and these records, together 
wth x-ray films, electrocardiograms, and necropsy 
rc 0rts (which were obtained whenever possible in fatal 
c. ses) were reviewed by the consultant in charge of the 
s idy in each area with one of the Sheffield workers in 
o.der to obtain, so far as possible, a standardized diag- 
n sis. The patients were classified in four diagnostic 
gioups as follows. (1) Cor pulmonale, including all 
p.tients with a history of chronic chest disease unless 
the findings were more consistent with a diagnosis of 
haemic heart disease (172, or 35%). (2) Degenerative, 
including patients with hypertension and those with 
e\idence of ischaemic heart disease, with or without 
myocardial infarction (165, or 34%). (3) Rheumatic 
(1)6, or 22%). (4) Miscellaneous, including cases of 
hcart failure due to thyroid disease, anaemia, acute 
in‘ections of the lung without preceding chronic disease, 
and various other causes (44, or 99%). 

There was a greater proportion of males than females 
in Groups 1 and 2, whereas females predominated in the 
otner two groups. Most of the patients were between 
the ages of 45 and 64, the age distribution not varying 
greatly between the groups. The death rate was 35% 
in the whole series and was similar in the various groups, 
though it was 45°% among patients in Group 2 with a 
recent infarction. The underlying chest diseases and 
associated conditions in Group 1 are analysed in detail; 
there were 166 cases of bronchitis and/or emphysema, 
each condition being present alone in 102 cases. 

The symptoms of most value in differential diagnosis 
are listed. Recurrent attacks of bronchitis were more 
than three times as common in Group 1 as in any of the 
other groups, and there was a similar excess in respect 
of asthma and pneumonia. A mucopurulent or purulent 
sputum was four times as common in Group 1 as in the 
Others. Previous attacks of congestive heart failure 
had occurred in all groups. Rheumatic manifestations 
were confined almost exclusively to Group 3. A past 
history of anginal pain was reported in 27°% of cases in 
Group 2, 6% in Group 1, and 8% in Group 3. The 
Principal physical signs on admission are also listed. 
The incidence of cyanosis of the lips (93°%) and tongue 
(83°4) in Group 1 was much higher than in the other 
groups. Warm extremities, chemosis of the conjuctivae, 
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and twitching of fingers, usually regarded as of diagnostic 
significance in cor pulmonale, were in fact present in less 
than a quarter of the patients in this group, though they 
were even less common in the other groups. A drowsy 
or mentally disorientated state was present in 40% of 
patients in Group 1, but in only 21% in Group 2 and 7% 
in Group 3. Auricular fibrillation occurred in 22% of 
cases in Group 2 and in 70% in Group 3, but in only 5% 
in Group 1. A diastolic blood pressure in excess of 
100 mm. Hg was present in 50°% in Group 2 compared 
with 15% in Group 1 and 9% in Group 3. 

Each group included some anaemic patients. The 
distribution of haematocrit values was similar in Group 
2 and in Groups 3 and 4 combined, about half the patients 
having values between 40 and 50%. In Group 1, how- 
ever, the values were between 45 and 55°% in 57°%% of cases 
and higher in 27%. The blood urea level was often 
elevated in all groups. Estimation of the venous plasma 
alkali reserve was considered a poor substitute for deter- 
mination of carbon dioxide content or tension in the 
arterial blood; nevertheless, in Group 2 and Groups 3 and 
4 78 and 83°%% of the values respectively lay between 40 
and 70 volumes °%, while 11 and 8°% respectively were in 
excess of this, whereas in Group 1 the corresponding 
proportions were 44 and 55%. A high haematocrit value 
and increased plasma alkali reserve are thus considered 
to be of diagnostic significance in cor pulmonale. 

It was difficult to collect and analyse all the statistics 
required for a comparison of the occupations, habits, 
and residential areas of the patients in the different groups. 
Cor pulmonale appeared to be relatively more common 
in the industrial areas, while in other areas degenerative 
heart disease seemed to predominate. Heavy cigarette 
smoking was noted more frequently in Groups 1 and 2 
than in the other groups, but the differences were not 
statistically significant. J. Warwick Buckler 
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648. Acute Dissecting Aneurysm of the Aorta: Diagnosis 
and Selection of Patients for Surgery 

J. R. Beckwitu, W. H. MuLLerR, W. D. WARREN, and 
J. E. Woop Jr. A.M.A. Archives of Internal Medicine 


[A.M.A. Arch. intern. Med.| 104, 217-225, Aug., 1959. 
25 refs. 


This paper from the University of Virginia Hospital, 
Charlottesville, presents the clinical picture seen in 11 
patients with acute dissecting aneurysm of the aorta who . 
were treated surgically. The ages of the.patients, 9 
males and 2 females, ranged from 41 to 73 years, the 
majority (6) being in the 6th decade. Only 4 of the 
patients survived operation, 2 dying from causes unrelated 
to the aneurysm. Investigation of the location and dis- 
tribution of the pain showed that the commonest sites 
were the substernal region and in the back. In 10 of 
the 11 cases the pain was extremely severe and in 2 
closely resembled that of renal colic. Hypertension was 
known to be present in 7 cases and in 5 there was a car- 
diac murmur in the aortic area. The electrocardiogram 
was abnormal in 10 cases, but none showed evidence of 
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recent myocardial infarction—an important diagnostic 
point. In only 6 of the cases was the absence or any 
alteration of the peripheral pulses noted. A difference 
in the blood pressure in the upper extremities or evidence 
of cerebral ischaemia was indicative of the aneurysm 
being in the aortic arch, while upper abdominal pain, 
renal symptoms, and neurological changes indicated 
involvement of the coeliac axis, renal arteries, and spinal 
arteries respectively. Neurological symptoms occurred 
in 2 cases, both involving the lower limb. Radiological 
assistance in diagnosis was obtained in 8 cases, this 
consisting in the finding of a dilated aorta or heart, an 
abnormal aortogram, or an abnormal pyelogram. The 
ascending aorta and arch were involved in 4 cases, the 
thoracic and abdominal aorta in 4, and the thoracic and 
abdominal aorta and iliac arteries in 3. A pulsating 
abdominal mass was found in 3 cases and an abdominal 
bruit detected in 4. 

Many associated physiological phenomena are de- 
scribed, such as syncope, impairment of renal function, 
and cardiac tamponade, while a subcutaneous haema- 
toma around the scapula occurred in one patient. The 
following operative techniques, briefly listed in an appen- 
dix to the paper, were employed: (1) intimal window 
and suture of the thoracic aorta; (2) intimal window, 
suture of the abdominal aorta, and resection of the 
bifurcation; (3) wrapping of the ascending aorta with 
“‘orlon”; (4) reconstitution of the aneurysmal sac 
with the aid of extracorporeal circulation. Follow- 
up of the 4 survivors for 2, 5, 10, and 34 months respec- 
tively showed that all are going on well. 

Andrew M. Desmond 


649. Coronary and Aortic Atherosclerosis in the Negroes 
of Haiti and the United States ; 
D. Groom, E. E. McKee, C. Wess, F. W. GRANT, V. 
PeAN, E. Hupicourt, and J. DALLEMAND. Annals of 
Internal Medicine {Ann. intern. Med.] 51, 270-289, Aug., 
1959. 11 figs., 23 refs. 


While heredity is generally considered to be an im- 
portant factor in atherogenesis, investigations concerning 
the influence of race have so far brought very meagre 
evidence in support of this thesis. The negroes in 
Haiti and in the south-eastern United States differ very 
little racially, their ancestors having been brought over 
by the same slave traders from the west coast of Africa 
during the 18th century. The subsequent mixing with 
white blood, so far as can be judged from colour and 
features, has been of strikingly similar proportions in 
the two populations. Their way of life is, however, 
different. In Haiti the negroes live on a more meagre 
diet, have a less stressful life with plenty of muscular 
work and lower standards of sanitation and medical 
care than in the U.S.A., with a prevalence of deficiency 
and infectious diseases. Detailed dietary surveys carried 
out on both populations showed that the calorie intake of 
Haitian negroes is, according to occupational group, 
25 to 27% lower than that of their brothers in the South- 
ern States. While there is no significant difference in 
the proportions of total protein and carbohydrate, the 
proportions of animal protein and fat in the diet are 
substantially higher in the U.S. than in Haiti; the 
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linoleic acid content expressed as a percentage of 
the fat intake is, however, about 3 times higher in the 
Haitian than in the U.S. diet. [The full analysis of the 
dietary survey is to be reported in two separate papers.] 

The present paper reports a comparative study of the 
heart and aorta as seen at necropsy in 139 adult negroes 
at the Medical Center Hospitals of South Carolina, 
Charleston, and in 128 at the General Hospital, Port- 
au-Prince, Haiti. Both series were unselected, except 
that the subjects included were all over 20, and each 
included a few accidental deaths and coroner’s cases. 
The senior examiner who assigned the final grading to 
each specimen had no knowledge of the country of 
origin, age, or sex of the subject or of the chemical 
diagnosis. 

The amount of coronary atherosclerosis found in the 
U.S. series was almost double that found in the Haitian 
series, but there was hardly any difference in the amount 
of atherosclerosis found in the aorta. This applied to 
both males and females and virtually at all age levels. 
It was found that the curve of the incidence of coronary 
atherosclerosis in males showed a similar ascent in both 
countries up to the age of 40 to 50, when it flattened out; 
in females it showed a similar trend in both countries 
after 60. The definite predisposition of negroes in the 
U.S. compared with those in Haiti to coronary but not 
to aortic atherosclerosis suggests that factors other than 
diet may be important in the aetiology of coronary 
disease. Such factors “‘ may include the more stressful 
environment, and the greater complexity, mechanization, 
education, and competitiveness of the Negro’s life in 
the United States ”’. Z. A. Leitner 


650. Evaluation of Nicotinic Acid as an Hypocholes- 
teremic and Anti-atherogenic Substance 

M. FRIEDMAN and S. O. Byers. Journal of Clinical 
Investigation [J. clin. Invest.] 38, 1328-1333, Aug., 1959. 
22 refs. 


No clear evidence was found in experiments on rats 
and rabbits that nicotinic acid was capable of reducing 
the plasma cholesterol level by any other mechanism 
than that of reducing the appetite. It is suggested that 
the reported effect of this substance in reducing hyper- 
cholesterolaemia and atherogenesis in man may be 
exerted by making fats distasteful. _G. S. Crockett 


651. Anterior Tibial Syndrome Due to Arterial Embol- 
ism and Thrombosis: Ischaemic Necrosis of the Anterior 
Crural Muscles 

B. J. FREEDMAN and C. H. R. Know tes. British 
Medical Journal [Brit. med. J.] 2, 270-275, Aug. 29, 
1959. 2 figs., 22 refs. 


The clinical features of the “‘ anterior tibial syndrome ” 
are described. The main features are ischaemic necrosis 
of the tibialis anterior muscle and, in greater or less 
degree, the extensor hallucis longus and extensor digi- 
torum longus muscles; these three muscles occupy the 
rigid-walled anterior tibial compartment. The immedi- 
ate cause of the syndrome is occlusion of the anterior 
tibial artery or its parent trunk. This may be due to 
(1) swelling of the muscles following unaccustomed 
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exertion, and consequent rise in intracompartmental 
pressure above the arterial blood pressure; (2) local 
expanding lesions within the compartment, with similar 
e'fect; and (3) embolism or thrombosis of the anterior 
tbial artery or its parent trunk. 

Five cases are reported, of which 2 were due to em- 
bolism, one to thrombosis following haemorrhagic shock, 
and 2 to thrombosis associated with senile atherosclero- 
s 5.—[Authors’ summary.] 


SYSTEMIC CIRCULATORY DISORDERS 
6.2, The Hereditary Factor in Hypertension. (Hacnez- 
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I. I. SPERANSKU, E. V. SuL’e, and S. I. BirKova. 
7 epaneemuyeckull A pxue [Ter. Arh.] 31, 7-12, Sept., 
1/59. 1 fig., 5 refs. 


An investigation of the families of 861 patients suffer- 
ii g from hypertension and of 130 normotensive patients 
¥ 10 served as a control group showed that the over-all 
it cidence of hypertension among the relatives of the 
fi rmer (20-6°%%) was double that among relatives of the 
ntrols (9%). When both parents of the patient suffered 
fr »m hypertension the percentage of relatives with hyper- 
teasive symptoms was 30-6, when only one parent was 
sc affected the percentage was about 16, while if neither 
o. the parents suffered from hypertension the percentage 
wis only 8-4. The highest percentage (55°%) of hyper- 
teasion was found among the brothers and sisters of 
p: tients both of whose parents had hypertensive symp- 
tems. 

A raised blood cholesterol level was found in 30-3% 
oi the relatives over 30 years of age of the hypertensive 
p.tients, but in only 17:5°% of such relatives of the 
normotensive patients. 

The authors do not believe in the inevitability of hyper- 
teasion in hereditarily predisposed individuals, holding 
that the hypertensive process can be arrested or even 
reversed by suitable treatment, diet, and change of the 
pitient’s habits. A, Orley 


653. Reduced Sedative Effect of a Newly Synthesized 
Reserpine Derivative (Syrosingopine): Clinical Appraisal 
in Primary Hypertension 

B. CALesnick. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 7, 648-655, Aug., 
1959. 5 figs., 12 refs. 


Syrosingopine (“singoserp”’) is a new compound 
prepared from reserpine by replacing the trimethoxy- 
benzoic acid portion of that drug with the carbethoxy- 
syringoyl group. In this preliminary study, reported 
from Hahnemann Medical College, Philadelphia, its 
pharmacological and clinical action has been compared 
with that of reserpine. In anaesthetized and unanaes- 
thetized dogs the effect of an intravenous injection of 
| mg. of syrosingopine per kg. body weight on the blood 
pressure and heart rate was similar to that of the same 
dose of reserpine, but unlike reserpine, syrosingopine 
did not heighten the pressor effect of adrenaline. This 
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dose of syrosingopine had no tranquillizing effect on the 
unanaesthetized normal dog, thus again differing from 
reserpine, which in this amount caused profound seda- 
tion of several days’ duration. The sedative effect on 
dogs of an intravenous injection of 2-5 mg. of syrosingo- 
pine per kg. was approximately equal to that of 0-25 mg. 
of reserpine per kg. 

In a clinical study of the drug 35 patients suffering 
from mild hypertension (Grades I and II) and 10 others 
with more severe hypertension (Grade III) were treated 
with syrosingopine for 2 to 9 months, the initial dosage 
being 1 mg. daily in-the mild cases and 4 mg. daily in 
the severe cases, these being later reduced to a mainten- 
ance dosage of 0:25 and 1 mg. daily respectively. The 
drug produced a fall in the mean blood pressure in both 
groups, which was more marked and occurred more 
rapidly in the milder cases. The side-effects commonly 
noted during reserpine therapy were not seen with syro- 
singopine, apart from drowsiness in 2 patients and gastric 
disturbance in one; no cases of depression were ob- 
served. The author considers that syrosingopine is a 
very effective hypotensive agent, possessing the ad- 
vantage of a wide margin between the effective and the 
toxic dosage. 

[The tabulated figures show only a very slight effect 
on the diastolic blood pressure in the 10 patients with a 
significant degree of diastolic hypertension. Experience 
with this compound is as yet too limited to allow of 
acceptance, without further confirmation, of the author’s 
observation that syrosingopine does not cause de- 
pression. ] Bernard Isaacs 


654. Renal Hypertension. [Review Article] 

H. P. Dustan, I. H. Pace, and E. F. Poutasse. New 
England Journal of Medicine [New Engl. J. Med.| 261, 
647-653, Sept. 24, 1959. Bibliography. 


655. Mechanisms, Diagnosis and Treatment of Hyper- 
tension of Renal Vascular Origin 

I. H. Pace, H. P. DustAn, and E. F. Poutasse. Annals 
of Internal Medicine [Ann. intern. Med.| 51, 196-211, 
Aug., 1959. 47 refs. 


Experimental or human renal bepetenaten! is thought 
to be due to a reduction in the renal arterial pulse pres- 
sure. This reduction stimulates the release from the 
kidneys of renin, a proteolytic enzyme, which acts on a 
protein substrate (synthesized by the liver) to produce a 
decapeptide (containing 10 amino-acids) from which is 
split off an octapeptide by a “ converting enzyme”’. 
This octapeptide is now called angiotensin.and is the 
most powerful pressor agent known. Unfortunately, 
it cannot yet be assayed satisfactorily in the study of 
clinical hypertension. 

In the last few years it has become evident that occlu- 
sive renal arterial disease, usually due to atheromatous 
plaques, is not an unusual cause of hypertension. During 
a period of 49 months the authors have studied at the 
Cleveland Clinic, Ohio, 317 hypertensive patients, of 
whom 89 (27%) had angiographic evidence of renal 
arterial lesions. The ages of the 57 male and 32 female 
patients ranged from under 10 to over 60, but two-thirds 
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of them were over 40 years of age. The known duration 
of hypertension also varied widely, in some being as 
much as 20 years. A history of definite flank pain was 
rather significant, while a family history of hypertension 
was obtained in 24 cases and of atherosclerosis in 36. 
Intravenous urography was performed in all cases and 
the finding of disparity in size or excretory function of 
the two kidneys was taken as an indication for aorto- 
graphy. Other indications for aortography were (1) 
malignant hypertension without a preliminary period of 
essential hypertension, (2) abrupt deterioration in long- 
standing hypertension, and (3) the development of hyper- 
tension in young patients without a family history of this 
disorder. 

The function of the individual kidneys was studied 
during mannitol diuresis, urine being collected from one 
kidney through an occluding ureteral catheter and from 
the other kidney via the bladder. In 10 patients with 
essential hypertension there was no significant difference 
in function of the two kidneys. In patients with pyelo- 
nephritis or lesions of a primary branch of the renal 
artery the urine flow, renal plasma flow, and glomerular 
filtration rate were diminished in the diseased or the more 
diseased kidney; there was no difference in urinary 
sodium concentration or the excreted fraction of the 
filtered sodium, but urine osmolarity was slightly lower 
on the affected side. Unilateral renal arterial occlusion 
reduced urine flow, renal plasma flow, glomerular filtra- 
tion rate, urinary sodium concentration, and excreted 
fraction of filtered sodium, but increased urine osmolarity 
on the affected side. In patients with bilateral renal 
arterial occlusion the results were equivocal. Since the 
results of renal function tests cannot distinguish uni- 
lateral from bilateral renal arterial lesions, nor lesions of 
a primary branch of the renal artery from pyelonephri- 
tis, the authors consider that angiography should be 
carried out unless there is clear-cut evidence of pyelo- 
nephritis. 

Of the 89 patients with renal arterial lesions, 59 under- 
went operation, nephrectomy being performed in 38 
cases, segmental resection in 6, and vascular surgery in 
15. Follow-up showed that 31 patients were cured of 
hypertension, 7 were left with systolic hypertension only, 
in 7 the degree of hypertension was reduced, in 9 it was 
unchanged; 5 patients died after operation and a further 
6 subsequently died from progress of their arterial disease. 
Contraindications to surgery are extensive cerebral or 
coronary atheroma, gross renal dysfunction, aortic 
aneurysm, and advanced age. K. G. Lowe 


656. Hypertension and Unilateral Renal Disease Treated 
by Nephrectomy 

D. M. Douatas, K. G. Lowe, and R. G. MITCHELL. 
British Heart Journal (Brit. Heart J.) 21, 361-368, July 
[received Sept.], 1959. 10 figs., 9 refs. 


The results obtained in 3 patients with hypertension 
by removal of a diseased kidney are described in this 
paper from the University of St. Andrews and the Royal 
Infirmary, Dundee. The first patient, a woman of 48, 
had severe hydronephrosis and chronic pyelonephritis. 
After nephrectomy the blood pressure fell from its pre- 
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operative level of 210/110 mm. Hg to 170/90 mm. Hg 
and remained at that level for 5 years, during which time 
the patient remained well. In this case moderate hyper- 
tension was considered to be cured by nephrectomy, 
although the rigid criteria of cure laid down by Homer 
Smith were not satisfied. 

The second patient, a boy of 10, was admitted to 
hospital with severe hypertensive encephalopathy and 
was given hypotensive drugs for 3 weeks. The left 
kidney, which showed changes of chronic pyelonephritis, 
was then excised, but the blood pressure did not immeci- 
ately fall. Hypotensive drug therapy was continued for 
2 years. When the boy was examined 3 years after 
nephrectomy the blood pressure was 125/90 mm. Hg 
and he was well. The failure of the blood pressure to 
fall immediately after nephrectomy was attributed to 
hypertensive or pyelonephritic changes in the remaining 
kidney. 

The third patient, a man of 36, had papilloedema with 
a blood pressure of 205/130 mm. Hg. Aortography 
revealed occlusion of the left renal artery, and the 
excised kidney showed hydronephrosis and a dissecting 
aneurysm of the renal artery. The blood pressure fell 
to normal after nephrectomy, and one year later the 
patient was well, his blood pressure being 125/70 mm. 
Hg. Bernard Isaacs 


657. Some Observations on Patients with Raynaud’s 
Disease after Sympathectomy 

J. NiEveEN and L. B. VAN Der SLIKKE. Angiology 
[Angiology] 10, 233-240, Aug., 1959. 6 figs., 10 refs. 


In this paper from the University Hospital of Gronin- 
gen, Netherlands, the authors describe 3 patients suffering 
from severe Raynaud’s disease in the feet who were 
treated by bilateral lumbar sympathectomy. A few 
months after this operation all 3 developed severe Ray- 
naud’s disease in the hands, which had been but moder- 
ately affected before lumbar sympathectomy. In addi- 
tion to the usual physical examination skin temperature 
was measured in a room with a constant temperature of 
20 to 30°C. and the pulsation of small arteries in the 
thumbs and great toes was recorded by photoelectric 
photoplethysmography. It has already been shown that 
a significant correlation exists between changes in the 
pulsations thus recorded and the blood flow in the skin 
measured by volume plethysmography. Worsening of 
the circulation in the hands was demonstrated by the 
finding of lower skin temperatures and of resistance to a 
sympatholytic drug to which the patients had previously 
been responsive. In all 3 patients further sympathectomy 
directed at the hands was considered, and the operation 
was Carried out in one case. 

The authors admit that progression of the upper-limb 
symptoms might have been of natural evolution, but con- 
sider it more likely that the lumbar sympathectomy was 
in some way responsible. They are unable to explain 
the delay of some months in the worsening of the circula- 
tion in the hands, but suggest that it was not a response 
to an increase in the vascular bed in the legs. [They do 
not comment on the possibility that it was concerned 
with temperature regulation. ] C. J. Longland 
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658. -A Correlative Study of the Erythrokinetics and 
Disturbances in Iron Metabolism Associated with the 
Aaemia of Rheumatoid Arthritis 


I. M. WEINSTEIN. Blood [Blood] 14, 950-966, Aug., 1959. 
7 figs., 32 refs. 


A study is reported from the University of California 
\ edical Center, Los Angeles, of erythrocyte production 
ard destruction and disturbances in iron metabolism 
(\sing histological, serological, and radio-isotope tech- 
n jues) in 18 patients with active rheumatoid arthritis, 
o: whom 13 had typical rheumatoid arthritis, but 5 had 
a ditional complications; for instance, 2 had “‘ malig- 
nant” rheumatoid arthritis, 2 gave a positive L.E.-cell 
test reaction (one of these also having splenomegaly), 
aid one had splenomegaly, leucopenia, and anaemia. 
T..e patients in the atypical group were in general more 
severely ill. . 

{In 9 of the 13 patients with typical rheumatoid arth- 
riis and in 4 of the 5 atypical patients the erythrocyte 
volume was abnormally low. Most of these patients 
also had a low serum iron level, with rapid disappearance 
o! radioactive iron (59Fe) from the plasma and an 
increased rate of turnover of iron. However, the util- 
iz:tion of 59Fe by newly formed erythrocytes was very 
gcod in both the typical and atypical groups, only 3 of 
the 13 patients in the typical group showing definitely 
abnormal utilization of 59Fe. Histological examination 
of the bone marrow in these patients failed to reveal any 
significant evidence of impaired erythropoiesis. Six of 
the 13 patients in the typical group and 4 of the 5 in the 
atypical group showed abnormal erythrocyte survival 
times, but it is emphasized that this shortening of the life 
spin cannot in itself account for the development of 
anaemia, since it should be compensated for by an un- 
inhibited bone marrow. Studies of the distribution of 
Fe and radioactive chromium (5!Cr) showed that in the 
majority of these patients this was normal. In 9 of the 
18 patients the plasma volume was greater than normal, 
and although such an increase would not account entirely 
for the anaemia, it would suggest that in some instances the 
so-called anaemia of uncomplicated rheumatoid arthritis 
may be due to dilution of the plasma volume. There 
appeared to be no relationship between the lowering of 
the serum iron level and the anaemia in these patients 
with rheumatoid arthritis. Estimation of the degree of 
anaemia by the haematocrit value or the actual determin- 
ation of erythrocyte volume suggested that the absorption 
of iron in these patients was not significantly different 
from that in normal subjects, and it appeared that the low 
serum iron levels did not stimulate an increased absorp- 
lion of the iron from the gastro-intestinal tract, as 
occurs in straightforward iron-deficiency anaemia. It 
has been suggested that in rheumatoid arthritis and in 
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similar diseases there may be a defect in the mobiliza- 
tion of iron from the reticulo-endothelial system, but 
this could not be confirmed in the present study. 
The author concludes that severe anaemia associated 
with rheumatoid arthritis suggests the presence of com- 
plications such as a superimposed iron deficiency, 
malignant rheumatoid disease, hypersplenism, or an 
underlying diagnosis of disseminated lupus erythro- 
matosus. R. F. Jennison 


659. Iron Metabolism: a Review in Relation to Clinical 
Problems 

M. D. SmitH. Scottish Medical Journal [Scot. med. J.] 
4, 467-472, Oct., 1959. 46 refs. 


660. Cobaltous Chloride in the Treatment of Anemia 
Associated with Renal Insufficiency and Its Effect on 
Thyroid Function 

J. Hopper Jr., B. G. ANDERSON, and M. E. DAILey. 
American Journal of the Medical Sciences [Amer. J. 
med. Sci.] 238, 66-72, July, 1959. 1 fig., 36 refs. 


The refractoriness to treatment of the anaemia occur- 
ring in chronic renal disease has stimulated a search for 
some effective therapeutic agent. Cobaltous chloride 
has been reported as producing some response in this 
anaemia, the rationale being that the cobalt has some 
effect on the plasma erythropoietic hormone, but some 
investigators have reported that this substance interferes 
with thyroid function. 

A study was therefore carried out at the University of 
California School of Medicine, San Francisco, to investi- 
gate the value of cobaltous chloride in the treatment of 
this type of anaemia and its possible effect on thyroid 
function, 12 patients with chronic renal disease being 
given cobaltous chloride orally in the form of 2 enteric- 
coated tablets, each containing 25 mg. of pure cobaltous 
chloride, 2 to 4 times a day, the total daily dose thus being 
100 to 200 mg. Thyroid function was studied by deter- 
mining the serum protein-bound iodine (P.B.I.) level 
and the uptake of radioactive iodine (1311) by the thyroid 
gland at the beginning and at the end of the 2-month 
period of treatment. 

In 3 patients there was no improvement in the anaemia, 
and in a further 3 the anaemia seemed to be more severe 
after treatment. In the remaining 6 patients, however, 
the anaemia improved, the haemoglobin value rising by 
an average of 2-6 g. per 100 ml. during the treatment. 
Most of this increase occurred in the first month of 
treatment; the reticulocyte response was never pro- 
nounced, and the leucocyte count showed no significant 
alteration. In 7 patients in whom the serum P.B.I. 
level was determined before and after 2 months’ treat- 
ment there was no significant decrease in this value, 
while in a further 3 patients decreases in the serum P.B.I. 
level occurred, but were of doubtful significance. In 
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5 out of 7 patients in whom the 5-hour uptake of 1°11 
was determined there was a moderate depression of 
uptake after treatment, while in a further 2 cases uptake 
was low after therapy was initiated. None of the patients 
developed goitre or clinical symptoms or signs of hypo- 
thyroidism. Post-mortem examination of the thyroid 
glands of 2 patients who died some time after treatment 
showed no evidence of thyroid hyperplasia. The 
administration of cobalt had no observable adverse 
effect on the renal disorder in these patients. 

The authors conclude that since cobaltous chloride is 
of benefit in some patients and does not apparently 
produce any permanent depression of thyroid function 
it could be used as an additional measure in the treatment 
of the anaemia associated with renal failure. 

R. F. Jennison 


661. Koilonychia and Cystine Content of Nails 
M. A. and S. At-Kassas. Lancet [Lancet] 2, 
108-110, Aug. 15, 1959. 2 figs., 27 refs. 


The authors, impressed with the lack of correlation 
between the severity of koilonychia and the degree of 
iron deficiency as manifested by anaemia, have investi- 
gated, at the Medical Research Institute, Baghdad, the 
relationship of koilonychia to the content of sulphur- 
containing amino-acids in the nails. The percentage 
cystine content of nail clippings of 6 anaemic patients 
with koilonychia was very low (2:54+-0-83°%), but was 
higher in patients with anaemia and no koilonychia 
(6:32+41-4%). For comparison, in 29 healthy subjects 
the mean value was 8-12+.1-17%, that is, slightly lower 
than the mean value of 11-69°% for the U.S.A. as reported 
by Sullivan in 1939. The non-sulphur-containing amino- 
acids arginine and histidine were found to be present 
in almost equal amounts in normal subjects and in 
anaemic patients with and without koilonychia. It is 
suggested that the koilonychia occasionally observed in 
thyrotoxic patients may be due to “ relative deficiency of 
the sulphur-containing aminoacids conditioned by the 
high metabolic rate ”’. R. B. Thompson 


662. Inhibition of Intrinsic Factor by Pernicious Anae- 
mia Sera 

K. B. Taytor. Lancet [Lancet] 2, 106-108, Aug. 15, 
1959. 10 refs. 


In an attempt to determine whether an auto-antibody 
to Castle’s intrinsic factor is present in the serum of 
patients with pernicious anaemia the author has studied, 
at the University of Oxford, the absorption of vitamin 
Bi2 (cyanocobalamin) labelled with ©°Co by the faecal 
excretion method in 16 patients with classic Addisonian 
pernicious anaemia in remission and in one healthy man. 
The radioactive vitamin was given in a dose of 0-5 yg. 
with and without 50 mg. of a hog intrinsic factor prepara- 
tion, while 45 to 55 ml. of normal human serum or of 
pernicious anaemia serum from both treated and un- 
treated patients was added immediately before adminis- 
tration. 

The addition of normal serum did not affect the absorp- 
tion of vitamin B,2, but the sera of some patients 
with pernicious anaemia had a clear inhibitory effect 


on absorption. The possibility that this might be due 
to the presence in the serum of these patients of an anti- 
body against intrinsic factor is suggested, and is supported 
by the observation that the oral administration of 80 mg. 
of hydrocortisone (free alcohol) for 28 days to 3 of the 
patients significantly reduced the inhibitory effect of 
the pernicious anaemia serum, but did not enhance the 
absorption of vitamin Bi2. The implications of these 
findings are fully discussed. R. B. Thompson 


663. Acetazolamide in Sickle-cell Anaemia 
W. D. pos SANTos and H. LEHMANN. British Medical 
Journal (Brit. med. J.] 2, 139-140, Aug. 8, 1959. 4 refs, 


The authors have studied the therapeutic effect of 
acetazolamide in sickle-cell anaemia in view of the 
favourable account of such treatment by Hilkovitz 
(Brit. med. J., 1957, 2, 266; Abstr. Wid Med., 1958, 23, 
112) and the subsequent disappointing results reported 
by others. Since acetazolamide causes a metabolic 
acidosis and a fall in the serum potassium level it was 
thought that the drug might be more effective in sickle- 
cell anaemia if large amounts of sodium bicarbonate and 
potassium chloride were given in addition. At the 
General Hospital, Lagos, Nigeria, 11 patients varying 
in age from 7 months to 20 years were treated in this 
way for 2 weeks. It was found impracticable to give 
enough sodium bicarbonate to counteract the acidosis or 
enough potassium chloride to prevent the hypokalaemia. 
No significant effect on the haemoglobin level was noted. 

Janet Vaughan 


NEOPLASTIC DISEASES 
664. Primary Malignant Lymphomas of the Lung 


W. H. STERNBERG, H. SIDRANSKY, and S. OCHSNER. 
Cancer [Cancer (Philad.)| 12, 806-891, July—Aug., 1959. 
10 figs., 12 refs. 


This paper from Tulane University School of Medicine 
presents a review of a series of 7 cases of primary malig- 
nant lymphomatous tumour of the lung collected from 
four New Orleans hospitals. In 4 the diagnosis was of 
lymphocytic lymphoma, in 2 reticulum-cell sarcoma, and 
in one Hodgkin’s disease. Clinically, the patients com- 
plained, in order of frequency, of cough, fever, thoracic 
pain, haemoptysis, and loss of weight. The physical 
signs varied with the size and site of the lesion. Pleural 
involvement with effusion was uncommon. Anaemia 
and coexistent pulmonary tuberculosis were each ob- 
served in 2 patients. The average age was 50 years 
(range 44 to 68) and there was no sex preponderance. 

Macroscopically, the tumours varied in size from 3 to 
14 cm. in diameter, and the sliced surface had a 
homogeneous, moderately firm, yellowish-grey or pinkish- 
grey appearance resembling that of pneumonic consolida- 
tion. The growing margin was either fairly well demat- 
cated or faded imperceptibly into the surrounding lung 
parenchyma. One tumour was cystic owing to central 
necrosis. The larger bronchi traversed the growths 
without suffering compression, which accounted for the 
absence of atelectasis or symptoms attributable to peri- 
pheral bronchial obstruction and for the normal appeat- 
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ances on bronchography. Radiologically, the tumours 
produced a solitary shadow of homogeneous density, 
uwually displaying hazy, fine irregularities. Micro- 
s_opically, the neoplasm was seen to spread within the 
a veolar walls leading to gradual obliteration of the alveo- 
lor spaces. Larger bronchi and blood vessels were fre- 
qiently surrounded by nodules of growth, and the walls 
o. some of the bronchi had been replaced by tumour 
a! hough the epithelium, cartilage, and some of the 
b:onchial glands remained intact. In the 4 of lympho- 
nitous type the tumour partly presented as diffuse 
s| eets of cells and partly exhibited the pattern of a giant 
fc licular lymphoblastoma, which was occasionally also 
in evidence in the hilar lymph nodes. In the single un- 
tr ated case which came to necropsy the tumour had 
gi own solely by direct spread. 

Because of its tendency to remain localized the prog- 
n sis in this type of neoplasm (with the probable excep- 
tin of Hodgkin’s disease) is quite good. Four of the 
ai ‘hors’ patients died 5 to 14 years after diagnosis, 2 
o\ 1ers are alive and well after 24 and 8} years respect- 
iv ly, and one (with Hodgkin’s disease) has survived 6 
months. The growths proved to be very amenable to 
st gery, irradiation therapy, and administration of 
c) otoxic drugs. R. Salm 


665. Studies of the Rate of Production and Life Span of 
Er :throcytes in Acute Leukemia 

D. G. NATHAN and N. I. Beruin. Blood [Blood] 14, 
93-949, Aug., 1959. 14 figs., 22 refs. 


\t the National Cancer Institute, Bethesda, Maryland, 
6 .dult patients with acute myelogenous leukaemia and 
or: with acute monocytic leukaemia were studied by 
mans of isotope techniques, these studies including 
measurement of the turnover of iron in the plasma and 
er) throcytes using radioactive iron (59Fe), serial measure- 
ments in vivo of 59Fe in the spleen, liver, and bone 
m. rrow, determination of the blood volume and apparent 
erythrocyte survival time using cells labelled with radio- 
ac\ive chromium (51Cr), the rate of accumulation of 
‘1Cr in the spleen and liver in vivo, and the erythrocyte 
life span with glycine-radioactive carbon (14C). The 
methods used were fully described in the authors’ pre- 
vious paper (Blood, 1959, 14, 668). 

all patients the total erythrocyte was either 
at or below the lower limit of normal, while the plasma 
volume was elevated in 4 cases. The serum iron con- 
ceritration was raised in one patient and normal in the 
others; in one patient the turnover of iron in the plasma 
and erythrocytes was moderately increased and in one 
greatly increased, while in 4 the iron turnover in the 
ery‘hrocytes was decreased, although in the plasma it was 
increased. This finding precludes the use by itself of the 
plasma iron turnover as a means of estimating erythro- 
cyte production in these particular cases. The level of 
faecal urobilinogen excretion agreed poorly with the 
estimated erythrocyte life span. The clinical and iso- 
topic findings for each patient are presented in graphic 
form and are grouped according to whether ‘erythro- 
Poiesis was accelerated or diminished; it was normal or 
increased in 2 patients, deficient in 4, and entirely absent 
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in one, whose erythrocytes failed to take up both 59Fe 
and 5!1Cr. 

To obviate some of the difficulties which arise in this 
type of study the authors recommend that measurements 
of the iron turnover and life span of erythrocytes with 
either 51Cr or '4C are best carried out during a time when 
the patient’s erythrocyte volume is constant as the result 
of his own erythropoiesis and not as a result of blood 
transfusion, because in the absence of erythropoiesis 
the rate of decrease of 51Cr attached to erythrocytes 
will be a measure of the rate of elution from these cells. 
Such a study requires a minimum of 20 to 30 days for the 
51Cr technique and, if the erythrocyte life span is normal, 
a minimum of 120 days for the 14C method, whereas the 
clinical course in most cases of acute leukaemia is such 
that either antimetabolite therapy or blood transfusion 
is usually necessary in any given 4-month period. 

One of the patients with increased production of ery- 
throcytes also showed an increased rate of their destruc- 
tion. Although 3 patients utilized a relatively small 
amount of radioactive iron for erythrocyte production, 
suggesting that there was diminished erythropoiesis, 
maximum utilization occurred more rapidly than normal. 
This finding was taken to indicate that although a 
decreased number of erythrocytes was produced in the 
marrow, they were released at a rapid rate. Such rapid 

release of a small number of erythrocytes may, it is 
suggested, account for the reticulocytosis and increased 
number of infiltrated erythrocytes observed in the peri- 
pheral blood in the patients with deficient erythropoiesis. 
The liver removed a much greater proportion of the 
plasma iron. The marrow did not appear to take up 
significant amounts of iron even when erythropoiesis 
was entirely absent. It would appear that although the 
marrow was capable of clearing 59Fe, this element was 
subsequently stored in the liver. In the patients with 
decreased erythrocyte life span the erythrocytes them- 
selves showed no abnormality, suggesting that premature 
destruction of normal erythrocytes by abnormal mechan- 
isms was the reason for the short life span rather than a 
defect in the cells. It was found that bone marrow 
smears and sections did not reflect accurately the state 
of erythropoiesis. R. F. Jennison 


666. Prognosis in Hodgkin’s Disease 
D. Roos and A. VipeBAEK. Danish Medical Bulletin 


[Dan. med. Bull.) 6, 177-181, Sept., 1959. 3 figs., 35 
refs. 


In an effort to ascertain whether modern therapy has 
improved the prognosis in Hodgkin’s disease, the 
authors compared the survival curve for 172 patients 
(Group I) whose disease set in during the period 1930-45 
with that for 117 patients (Group II) who had their first 
symptom during the period 1946-55. 

It is demonstrated that the groups of patients are com- 
parable. While the patients of Group I were treated 
with x rays alone, Group II also received cytotoxic 
agents, corticosteroids, and antibiotics. The five-year 
survival rate is 33°% for Group I and 41% for Group II. 
The prognostic improvement is statistically significant.— 
[Authors’ summary.] 
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667. Intermittent Positive Pressure Breathing: an Evalu- 
ation of Its Use in Aerosol Therapy of Chronic Pulmonary 
Emphysema 

J. T. TaGucut. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 238, 153-161, Aug., 1959. 
1 fig., 21 refs. 


The author reports from the Veterans Administration 
Center, Dayton, Ohio, that a survey of the literature 
has shown that there is considerable doubt as to whether 
intermittent inspiratory positive pressure breathing 
(I.P.P.B.) enhances the value of nebulization into the 
lungs of bronchodilator drugs and detergents. By 
utilizing ventilation tests he has found, in a series of 
emphysematous patients, that there was no significant 
increase in response to nebulized bronchodilator drugs 
given together with I.P.P.B. A second study, in 
which a nebulized placebo was given with and without 
1.P.P.B., also showed no significant difference between the 
two groups. 

The author concludes, however, that nebulized bron- 
chodilator agents can be conveniently administered in 
conjunction with I.P.P.B., but that it is desirable to 
assess each patient separately, as in some cases harmful 
effects may result from the use of this form of assisted 
breathing. Paul B. Woolley 


668. Clinical and Physiologic Results following Radio- 
active Iodine (I'3!) in the Treatment of Chronic Pulmonary 
Insufficiency 

L. T. Eiuison, B. S. GALLAHER, I. F. LAMotrte, W. F. 
HAMILTON Jr., R. G. ELLison, and W. F. HAMILTON. 
American Review of Respiratory Diseases [Amer. Rev. 
resp. Dis.) 80, 181-187, Aug., 1959. 1 fig., 14 refs. 


The work here reported from the Medical College of 
Georgia, Augusta, was designed to determine the effect 
in chronic pulmonary insufficiency of the induction of 
hypothyroidism with 1311. Over a period of 34 years 
23 patients aged 17 to 77 (average 50) years with a variety 
of pulmonary diseases were investigated. Lung function 
was first tested by estimation of the maximal breathing 
capacity and lung volume, timed vital capacity, alveolar 
nitrogen content after breathing oxygen for 7 minutes, 
ventilation, and gas exchange, while the arterial oxygen 
and carbon dioxide tensions were also measured. The 
patient then received 25 me. of 1311 by mouth, further 
doses being given subsequently as required. The average 
total dose was 40-1 mc. A greater or lesser degree of 
myxoedema (and its accompanying hypothyroid symp- 
toms) was [apparently] produced in each case, but al- 
though 11 patients required treatment with thyroid, the 
authors state that “ hypometabolism was never con- 
sidered a serious problem in any case ’’. 

Lung function was reassessed after the required degree 
of hypothyroidism had been produced. No significant 
improvement in lung volume or the mechanics of 
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breathing was shown, though alveolar and arterial oxygen 
tension was increased and arterial carbon dioxide tension 
decreased An improvement in symptoms, which did 
not always show good correlation with the laboratory 
data, occurred in some cases, being described as “* excel- 
lent’ in 7, good”’ in 2, fair” in 6, and poor” in 
8. The authors found that even a “ fair ’’ response was 
important to the patient, and suggest that the conditions 
under which he is most likely to benefit from the treat- 
ment are when he has decreased arterial oxygen tension, 
increased arterial carbon dioxide tension, and normal 
thyroid function. Raymond Parkes 


669. Chronic Pulmonary Disease Due to Atypical 
Mycobacterial Infections 


Bonpb, E. N. LERNER, D. J. WHARTON, A. V. HARDy, 
and R. Davies. American Review of Respiratory 
Diseases [Amer. Rev. resp. Dis.] 80, 188-199, Aug., 1959. 
30 refs. 


In the course of a 3-year survey initiated by the 
Florida State Board of Health 152 patients with atypical 
mycobacteria in their sputum were studied in hospital. 
This report is concerned with an analysis of the first 
100 consecutive cases. During this period all acid-fast 
organisms cultured from sputum which were not readily 
identified as Mycobacterium tuberculosis were examined 
more closely, the following points being noted: result of 
the catalase test and neutral red reaction, presence or 
absence of cord formation on culture media, rate of 
growth and pigmentation characteristics on subculture, 
and sensitivity (determined by various techniques) to 
streptomycin, PAS, isoniazid, cycloserine, thiazolsul- 
phone, glucosulphone, penicillin, sulphafurazole, the 
tetracyclines, thiocarbonidin, kanamycin, viomycin, 
and streptovaricin. Classification of the strains isolated 
was based upon their ability to produce pigment when 
grown in continuous light or total darkness. Non- 
photochromogenic organisms (producing white, buff, or 
yellowish pigment both in the light and the dark) were 
isolated in 78 cases, scotochromogens (a majority of which 
produced the same degree of yellow-orange pigment 
whether grown in the light or in the dark) in 15, and 
Photochromogens (producing yellow pigment when 
grown in the presence of light and white or buff-coloured 
colonies in the dark) in 7. 

Disease caused by these organisms was found mainly 
in elderly white men with diseased lungs coming from 
rural areas. In 74 patients atypical mycobacteria 
appeared to be the cause of pulmonary disease which 
was clinically, pathologically, and radiologically identical 
with tuberculosis and was distinguishable from it only by 
painstaking bacteriology. There was no evidence that 
disease of this type was contagious. Non-photochromo- 
genic organisms were found in 42 patients with emphy- 
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sema, 14 with proved pulmonary tuberculosis, 7 with 
asthma, 6 with bronchitis, 3 with bronchiectasis, 2 with 
bronchial carcinoma, 2 with silicosis, and 9 with widely 
varying non-pulmonary disorders; scotochromogens 
were discovered in 4 patients with pulmonary tuberculo- 
sis, 3 with emphysema, one with asthma, one with sili- 
cosis, and 6 with non-pulmonary diseases; and photo- 
ciromogens were isolated from one patient with emphy- 
sema and 6 with non-pulmonary diseases. 

Drug sensitivity tests were carried out before treatment 
02 46 strains. Most of these showed some susceptibility 
tc streptomycin, though in most cases this was only 
putial. Most of the non-photochromogens were resist- 
ant to isoniazid and PAS, but completely or partially 
sisceptible to streptovaricin and cycloserine. The 
s otochromogens exhibited varying sensitivity to isonia- 
zd, PAS, and streptovaricin, and some were sensitive to 
ccloserine. The photochromogens were fairly con- 
sistently resistant to isoniazid and PAS and partially or 
completely sensitive to streptomycin, cycloserine, vio- 
n.ycin, streptovaricin, kanamycin, and sulphafurazole. 

Treatment, which proved unsatisfactory, included a 
“ sanatorium regimen ”’, with isoniazid, PAS, and one 
or more of the other antituberculous drugs. Ten 
pitients died (one with progressive atypical mycobac- 
tcrial infection alone) and the organisms persisted in the 
sputum of 48 others—that is, the therapeutic failure rate 
was of the order of 58%. Necropsy on 4 patients 
r vealed lesions grossly and microscopically indistin- 
giishable from those of tuberculosis. [Neither the 
couse of death nor the nature of the atypical organisms 
in these cases is indicated, though it is stated that those 
harboured by 9 of the 10 patients who died were non- 
pnotochromogenic. ] 

[The nature and origin of the atypical mycobacteria 
isolated—if they can all be so classified—is not explored 
in this work, but ney circulating theories are dis- 
cussed.] Raymond Parkes 


670. Clinical and Immunologic Significance of Asper- 
gillus fumigatus in the Sputum 

J. Pepys, R. W. K. M. Citron, Y. M. CLAYTON, 
and E. I. SHort. American Review of Respiratory 
Diseases [Amer. Rev. resp. Dis.] 80, 167-180, Aug., 1959. 
2 figs., 17 refs. 


This paper from the Brompton Hospital and Institute 
oi Diseases of the Chest, London, reports an investiga- 
tion into the possibility of a relationship between the 
Aspergillus genus of fungi and various broncho-pulmon- 
ary disorders. Of 2,080 patients with various chest dis- 
orders, 145 (79%) were found to have A. fumigatus (the 
species most frequently isolated) in the sputum, and 
careful scrutiny revealed a significantly greater frequency 
(P<0-001) of this organism in asthmatic than in non- 
asthmatic patients. It was also found associated with 
a number of other lung conditions, including 17 cases 
of asthma with pulmonary eosinophilia, 37 of bronchitis, 
9 of bronchiectasis, 9 of tuberculosis, 7 of pneumonia, 
and 6 of bronchial carcinoma. (It is emphasized that 
isolation of the organism required very thorough examin- 
ation.) 


Q 
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To determine the presence of bronchial hypersensitivity 
to the organism inhalation of an extract of Aspergillus 
in carbol-saline (Coca’s fluid) was used, a positive reaction 
being defined as “‘ a consistent fall in the forced expira- 
tory volume in one second [with or without asthma] 
greater than any fall that may have occurred following 
the control inhalation of Coca’s fluid’’. Of 27 patients 
in whose sputum the fungus was known to be present, 
16 gave a positive reaction. Clinical features common 
to the positive but not to the negative reactors were 
recurrent “febrile episodes”, transient radiographic 
shadows, eosinophilia of the peripheral blood, and 
positive skin reaction’ to Aspergillus extracts. Bronchi- 
ectasis was demonstrated in 5 of the positive reactors on 
whom bronchography was performed, having apparently 
developed at the site of previous transient shadows, and 
in 4 of these bronchoscopy revealed “‘ excessively tena- 
cious sputum” plugging the affected bronchi. Four 
other patients had pulmonary mycetomata which exhi- 
bited the well-known radiographic characteristics. In 
addition skin tests were performed with carbol-saline 
extracts, culture-medium filtrates, and cell-sap prepara- 
tions of A. fumigatus (and other species) and with a 
number of common allergens on 170 asthmatic patients. 
Positive reactions to the Aspergillus extracts were given 
by 41 patients, almost all of whom reacted to one or 
more of the commoner allergens tested. The most 
satisfactory method of testing for Aspergillus sensitivity 
proved to be by skin-prick with month-old culture fil- 
trates. In sensitive subjects the skin reaction (appar- 
ently of Arthus type) consisted in an immediate weal and, 
in some cases, a “ late ” phase characterized by develop- 
ment of oedema and intense eosinophilic infiltration 
within 24 hours—clearly distinct from the delayed tuber- 
culin reaction. Extracts of A. fumigatus evoked positive 
reactions in all subjects having this organism in the 
sputum. 

Agar-gel inhibition tests demonstrated the presence of 
precipitating antibodies against Aspergillus extracts in 
the serum of 13 patients with A. fumigatus in the sputum, 
10 of whom reacted positively to the skin and inhalation 
tests. In these cases precipitating antibody seems to be 
related to the changes of pulmonary eosinophilia, the 
infiltrations of which are probably similar to the “‘ late ”’ 
Arthus-type skin reaction. In yet other cases precipitins 
were found in the serum in the absence of hypersensitivity 
to Aspergillus extracts, and there was evidence that at 
least two types of antibody against these extracts existed 
in the patients studied. 

The authors state that “evidence is accumulating 
which suggests that there is a close association between 
the presence of A. fumigatus in the sputum, precipitins 
in the serum, positive skin test reactions, and pulmonary 
infiltrations ’’. And they believe that the simple skin- 
prick test may be of diagnostic value in patients with 
pulmonary eosinophilia, although a positive reaction 
should be confirmed by the bronchial inhalation test. 

[It seems clear from this work, which is of the high 
standard to be expected of the authors, that A. fumigatus 
plays a role in broncho-pulmonary disease the importance 
of which is only just being revealed. The paper should 
be read in the original.] Raymond Parkes 
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671. Adeno-tonsillectomy and Deafness in Children 
B. J. McManon. Laryngoscope [Laryngoscope (St 
Louis)| 69, 1017-1026, Aug., 1959. 6 figs., 5 refs. 


From St. Louis University School of Medicine a 
review is presented of the results of treatment in 86 
children aged 6 to 13 (average 7-8) years who were 
referred for removal of tonsils and adenoids for local 
and constitutional symptoms as well as for hearing 
defects. Preoperative examination showed that 45 
(52:3%) had normal and 41 (47-7%) defective hearing. 
Among the latter, operation restored hearing to normal 
in 26 cases (63-4%). Of the 15 patients whose hearing 
was not improved, 4 had a nerve or mixed deafness and 
the others had conduction deafness, often associated 
with a history of past attacks of otitis media. In the 
author’s opinion surgical removal of adenoids is better 
than radium therapy. The age of the patient, the 
poliomyelitis season, and the thought that “ this lym- 
phoid tissue must have some function” should not 
stand in the way of an operation on which the child’s 
hearing may depend. H. D. Brown Kelly 


672. Late Hearing Results in Mobilization Surgery 
C. M. Kos. Laryngoscope (Laryngoscope (St Louis)] 
69, 1066-1070, Aug., 1959. 3 refs. 


It is reported from the University Hospitals, Iowa 
City, that 3 to 5 years after stapes mobilization by the 
technique of engaging a pick in the head of the stapes 
54 of 100 patients with an initially successful result have 
maintained their improved hearing. Regression oc- 
curred in 46, in 28 of these within one year after opera- 
tion. In 2 of these cases the regression was due to ischae- 
mic necrosis of the lenticular process developing from 
circulatory trauma caused by the pick on the stapedial 
head. The regression in the remaining cases was con- 
sidered to be due to re-ankylosis from otosclerosis or 
fibrosis at the footplate. Two patients have since 
successfully undergone the fenestration operation. 

Of the 54 patients with sustained improvement, 34 
have a hearing threshold of 30 db. or better, and in 18 
cases the operation resulted in a closure of the air—bone 
gap. The “ chisel-footplate” technique is now con- 
sidered to be superior to the pick-capitular technique, 
but regressions still occur. H. D. Brown Kelly 


673. Long Term Results of Surgery for Otosclerotic 
Deafness 

T. E. WALsH. Annals of Otology, Rhinology and Laryn- 
gology [Ann. Otol. (St Louis)| 68, 740-749, Sept., 1959. 
1 fig., 5 refs. 

The author compares the long-term results of fenestra- 
tion with those of stapes mobilization in the treatment of 
otosclerosis. Of 658 available cases subjected to fenes- 
tration, 78°% were successful, the patient being able to 
hear conversation afterwards, and 2 years or more after 
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operation only 4% of the patients lost the hearing gained 
by the operation. Of the 312 patients treated by stapes 
mobilization, 45°%% could hear conversation afterwards, 
and of these two-thirds kept their hearing for longer than 
ayear. Expressing his opinion that fenestration remains 
the operation of choice for otosclerosis, the author 
criticizes the use of polyethylene and steel struts in the 
middle ear on the ground that in his view inadequate 
experimental work has been done with these foreign 
materials in animals. 

[It should be noted that this author writes out of a 
long experience of fenestration, and that not enough 
time has elapsed to allow of a comparable experience of 
stapes mobilization.] William McKenzie 


674. Ba-11391 (Otrivin), a New Imidazolone Vaso- 
constrictor with Lessened Side Effects. A Preliminary 
Clinical Report © 

A. L. Ko.opney. Antibiotic Medicine and Clinical 
Therapy [Antibiot. Med.] 6, 452-456, Aug., 1959. 1 ref. 


A new imidazolone derivative, Ba—11391 (“ otrivin ”’), 
was used as a nasal decongestant in various dilutions, 
with and without the addition of prednisolone (0-05 to 
0-2%%) and neomycin (0-5°%), in 109 cases of upper respira- 
tory disease, with “excellent” results in 59-6°% and 
“good” results in 33%. The author concludes that 
this drug “‘ appears to approach the definition of an ideal 
nasal decongestant It is claimed that “no rebound 
congestion was observed ”’. 

[Very vague indication is given of the objective stan- 
dards used in the assessment of results. The abstracter 
finds it difficult to accept without question the author’s 
optimistic conclusions concerning this drug.] 

Norman W. MacKeith 


675. Five-year Analysis of External Ethmoid and Fron- 
tal Sinus Operations 

C. R. Smatuers. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.| 70, 202-206, Aug., 1959. 
9 refs. 


Among 50 cases treated by external ethmoid or frontal 
sinus operation at the Manhattan Eye, Ear and Throat 
Hospital, New York, there were 32 cases of acute or 
chronic sinusitis, 17 of mucocele [an unusually high 
proportion compared with Great Britain], and one of 
osteoma. It was found that the most common cause 
was blockage of the fronto-nasal duct following intra- 
nasal surgery. Of the 16 cases of acute sinusitis, 14 were 
in males. [Unfortunately no figures are given for the 
number of cases of sinusitis admitted which did not need 
operation, and this must be remembered in considering 
the author’s comment that the yearly incidence of sinus 
cases requiring external operation has not been altered 
by the more extensive use of antibiotics.] 

F. W. Watkyn-Thomas 
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(76. Acute Tubular Necrosis: Analysis of One Hundred 
Cases with Respect to Mortality, Complications, and 
jSreatment With and Without Dialysis 

1. W. BLUEMLE Jr., G. D. Wesster Jr., and J. R. 
|} LKINTON. A.M.A. Archives of Internal Medicine 
| 1.M.A. Arch. intern. Med.| 104, 180-197, Aug., 1959. 
Libliography. 

This analysis of 100 cases of acute tubular necrosis 
teated by the authors between 1949 and 1958, all but 3 
a. the Hospital of the University of Pennsylvania, 
F iiladelphia, reveals a mortality of 50%. It is noted 
t at equally discouraging results have been reported in 
t' e treatment of this disease at other renal centres despite 
s.illed management, including dialysis, and the authors 
bh -re consider the various factors which contribute to 
r orbidity and mortality. The term “ acute tubular 
n-crosis ’” may cover a variety of causes and degrees of 
pirenchymatous damage, but all the patients included 
ii. the present study were considered on clinical and 
p :thological grounds to have had potentially reversible 
renal tubular necrosis. During the oliguric period 
(caily urine volume less than 400 ml.) intake of fluid was 
limited in all cases to 600 ml. (plus the “* sensible external 
less’), with very low or no intake of protein and potas- 
sim, while 100 to 350 g. of carbohydrate was given 
diily, usually in the form of hypertonic glucose solution. 
Steroid therapy was used only when specifically indicated. 
For haemodialysis the Skeggs—Leonards, Engleberg and 
lrouye, or Kolff twin-coil apparatus was used. The 100 
cases were classified on an aetiological basis as follows: 
(1) surgery, 32 cases; (2) trauma, 6; (3) transfusion 
haemolysis, 24; (4) obstetrical complication, 16; (5) 
nephrotoxin, 9; and (6) unknown or miscellaneous 
factors, 13. 

The mortality was found to vary markedly with the 
niture of the antecedent disease, ranging from 83% in 
Group 2 and 72% in Group 1 to 29% in Group 3 and 
25°%% in Group 4. Such factors as disease in other organs 
or accelerated catabolic response appeared to be as 
important as the extent of the renal damage in deciding 
the outcome in any individual case. No correlation 
was found between mortality and age. The mean dura- 
tion of oliguria was 9-5 days. It was shown, however, 
that recovery is not always certain when diuresis begins 
—42% of deaths occurred during the diuretic period. 

Complications contributed largely to the mortality, 
infection being primarily responsible for one-third of all 
deaths. It is therefore concluded that in the treatment 
of acute tubular necrosis prophylaxis against infection 
is most important—care of the respiratory tract, mouth 
care, early mobilization, catheterization of the bladder, 
and the administration of antimicrobial agents. These 
last, however, should be used with discretion, particu- 
larly streptomycin. Other complications encountered 
were hyperkalaemia, congestive heart failure, bleeding 
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(particularly from the gastro-intestinal tract), and defec- 
tive wound healing. The treatment of these complica- 
tions is discussed. The authors consider that early 
haemodialysis is a useful procedure which may lessen 
the incidence of complications, and that any improve- 
ment in prognosis must depend on the development of 
more effective methods for the prevention and treatment 
of such complications. J. Browne Kutschbach 


677. Metabolic Alterations during Hemodialysis with 
the Disposable Coil Artificial Kidney 


G. D. Lusasn, B. D. CoHEN, W. S. BRAVEMAN, A. L. 
RuBin, and E. H. Luckey. American Journal of Medi- 


cine [Amer. J. Med.] 26, 845-852, June, 1959. 7 figs., 
8 refs. 


In this paper from Bellevue Hospital, New York, the 
authors summarize the biochemical changes observed 
during dialysis carried out with the disposable-coil 
type of artificial kidney on 50 patients with acute or 
chronic renal disease. Previous reports of the efficiency 
of this apparatus are corroborated. Full details of the 
changes in blood urea nitrogen level, plasma and erythro- 
cyte volumes, and electrolyte concentrations are pre- 
sented in a comprehensive table. Attention is drawn 
to the reduction in the osmolar concentration of plasma 
which may be effected by dialysis and which is only 
partly due to the removal of urea. In regard to the 
practical aspects, the authors point out that after 6 hours 
the efficiency of dialysis is much reduced, and little bene- 
fit comes from prolonging the dialysis. While over- 
hydration can be corrected by this type of dialyser, care 
is needed to prevent dehydration. It is suggested that 
dialysis for 6 hours with change of the dialysis bath 
every 2 hours is the optimal procedure. 

D. A. K. Black 


678. Ammonia as a Source of Gastric Hypoacidity in 
Patients with Uremia 

C. S. Lieper and A. Lerévre. Journal of Clinical 
Investigation [J. clin. Invest.| 38, 1271-1277, Aug., 1959. 
2 figs., 42 refs. 


Gastric acidity and the concentration of ammonia in 
the gastric juice were studied at Brugmann Hospital, 
Brussels, in 26 patients with uraemia and 24 controls 
without renal dysfunction. In the patients with uraemia 
the ammonia content of gastric juice was increased; this 
increase was observed both before and after histamine 
stimulation and was associated with low gastric levels of 
free and total acid. When the ammonia content of 
gastric juice was lowered by administration of various 
antibiotics the gastric acidity rose to a level comparable 
with that in the controls. It is suggested that an in- 
creased ammonia concentration in the gastric juice is the 
main cause of the hypochlorhydria of uraemic patients. 

D. A. K. Black 
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679. Clinical Application of a New Test of Pituitary 
Reserve 

G. W. Lippe, H. L. Estep, J. W. KENDALL Jr., W. C. 
WiLuraMs Jr., and A. W. Townes. Journal of Clinical 
Endocrinology and Metabolism [J. clin.- Endocr.) 19, 
875-894, Aug., 1959. 16 figs., 7 refs. 


The synthetic substance SU-4885 (2-methyl-1 : 2-bis(3- 
pyridyl)-1-propanone) impairs the synthesis of cortisol 
by inhibiting 118-hydroxylation. Theoretically the re- 
duced output of cortisol should be followed by an 
increased secretion of corticotrophin (ACTH) and, in 
consequence, an increased output of 11-deoxycortico- 
steroids such as Compound § (11-deoxycortisol). These 
substances can be measured in the blood and urine as the 
total ** 17-hydroxycorticoids”’. The authors, working 
at the Vanderbilt University School of Medicine, Nash- 
ville, Tennessee, have used this as the basis of a test 
for pituitary reserve in patients whose endocrinological 
status had been defined by standard methods. 

In 11 normal subjects they found that the effects of the 
administration of SU-4885 (500 or 750 mg. 4-hourly for 
6 doses) on 17-hydroxycorticoid excretion were as 
predicted; the excretion of 17-ketosteroids followed a 
similar, but less marked, pattern. In 9 normal subjects 
who were receiving exogenous steroids or ACTH varying 
degrees of suppression of the response to SU-4885 were 
observed. Thus complete suppression was produced by 
15 to 20 mg. of prednisone or 2 mg. of 4’-9a-fluoro- 
cortisol daily, whereas smaller doses only partially sup- 
pressed the response. After withdrawal of the drugs a 
normal response to SU-4885 was obtained, although 
there was frequently a refractory period of one to 3 days. 
In 3 patients with Addison’s disease who were receiving 
small doses of steroids no increase in the excretion of 
17-hydroxycorticoids occurred after the administration 
of SU-4885. In 5 patients with hypopituitarism of 
various types SU-4885 failed to induce an appreciable 
increase in the already subnormal urinary excretion of 
17-hydroxycorticoids. Nor was there any response after 
preliminary stimulation of adrenal function with ACTH. 
In 16 patients who had evidence of pituitary or hypo- 
thalamic disease but who had normal adrenal function, 
as judged clinically and biochemically, in normal non- 
stressful conditions there was no significant increase in 
17-hydroxycorticoid excretion in response to SU-4885, 
suggesting severe limitation of pituitary reserve. 

Of 9 patients with a chromophobe adenoma of the 
pituitary 5 failed to respond to SU-4885, one showed a 
slight response, and 3 responded normally. These 
results suggest that the chromophobe adenoma fre- 
quently, but not invariably, damages the ACTH-secreting 
mechanism. Varying responses were obtained in 5 
cases of acromegaly due to an eosinophilic adenoma, 
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suggesting a limited capacity to secrete ACTH in some 
cases. In 6 cases of severe cachexia, due in 4 to anorexia 
nervosa, in one to gastro-ileostomy, and in one to apa- 
thetic hyperthyroidism, the results of the test were inter- 
preted as showing that “ severe undernutrition may fre- 
quently be associated with, and may possibly lead to, 
impairment of pituitary reserve’. In 7 cases of 
Cushing’s disease due to adrenal hyperplasia the absolute 
values for urinary 17-hydroxycorticoid excretion after 
SU-4885 were higher than those normally seen. In 4 
cases of Cushing’s disease studied after successful irradia- 
tion of the pituitary an impaired response, or in some 
cases a negligible one, was obtained. None of 3 patients 
with Cushing’s syndrome due to functioning adreno- 
cortical tumours exhibited an increase in urinary 17- 
hydroxycorticoid excretion after SU-4885, but in all 
there were symptoms suggestive of relative adrenal 
insufficiency. In one patient who had apparently little 
or no adrenal reserve following subtotal adrenalectomy 
no response to SU-4885 was obtained, whereas subnor- 
mal responses occurred in 4 patients with virilizing con- 
genital adrenal hyperplasia. The responses of 6 patients 
with primary myxoedema were normal. 

The authors conclude that the test provides a valid 
measure of pituitary reserve, that it has added to the 
knowledge of Cushing’s disease, and that it may help to 
distinguish cases of Cushing’s disease due to tumour 
from those due to adrenal hyperplasia. On the other 
hand they advise against its use at present as a precise 
quantitative assessment of pituitary reserve. 

A. Gordon Beckett 
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680. Experimental Data on the Influence of Animal 
Protein in the Diet on the Development of Goitre. 
MATepHasIbI O BNMAHHH 
Horo 6enKa B NHTAHHH Ha pasBUTHe 306a) 

Ju. I. Protnixkova. u 
Topmonomepanuu [Probl. Endokr. Gormonoter.) 5, 34- 
41, July—Aug., 1959. 5 figs., 20 refs. 


The author describes an investigation in which 68 male 
white rats were given diets containing varying amounts 
of protein for 3 to 4 months, this forming 3-5°% of the 
diet in 22 cases, 18°%% in 24, and 32°% in 22; in addition 
half of each group received iodine salt in doses equivalent 
to 49 yg. of iodine daily, the other half receiving very 
little iodine, 0-45 to 0-78 zg. per day. In other respects 
the diets were identical, having adequate caloric value 
and vitamin content. The effect of the diet on the 
animals’ thyroid glands was then measured by determin- 
ing the uptake of 131], the weight of the glands, and any 
morphological and histological changes. 

Protein deficiency (3-5°% of the diet) was found to 
result in lowered thyroid function (as shown by rate of 
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131] uptake) and increased susceptibility to iodine defici- 
ency; changes in the gland included small-follicular 
coitres with considerable development of non-differen- 
tiated thyroid tissue. Excess of protein (32%) increased 
thyroid function, tending to provoke hypertrophy and 
formation of parenchymatous goitre, with greater differ- 
entiation of the follicular tissue. In rats receiving a 
r.ormal intake of protein (18°) the weight of the thyroid 
sland relative to total body weight increased only 
stightly in the presence of iodine deficiency, whereas in 
ine other two groups the increase was significant, being 
rreater in the animals receiving the high-protein diet. 
~ he author concludes that the findings suggest that in the 
presence of adequate iodine protein deficiency leads to 
lowered thyroid function, and sometimes to atrophy of 
some follicles. In iodine deficiency both lack and excess 
cf protein lead to enlargement of the gland, but in the 
former condition the increase consists largely of un- 
cifferentiated tissue and there is lowered thyroid function, 
\ hile in the latter there is high differentiation and 
increased function of the glandular tissue. 
L. Firman-Edwards 


€31. Changes in the Functional Activity of the Thyroid 
‘;land under the Influence of Cobalt Sulphate. (Hsmene- 
QYHKUMOHANbHOH AKTHBHOCTH UIMTOBHAHOH 
B yCNOBHAX MeHCTBHA CepHOKMCNOH 
06anbTa) 

N. Sarxevit. u 
[Probl. Endokr. Gormonoter.] 5, 18- 
“5, July-Aug., 1959. 2 figs., 8 refs. 


In this investigation 300 male rats weighing from 100 


‘0 120 g. were divided into three groups and given 
(1) 0:04 mg. of cobalt sulphate daily for 30 days; (2) 
(-004 mg. of the salt daily for 60 days; and (3) no cobalt, 


this group serving as a control. The basal metabolic 
iate (B.M.R.) was determined before the experiment, and 
then once a week for 2 months. At the end of the cobalt 
administration each group was subdivided, rats in one 
subgroup being killed, the thyroid glands removed for 
weighing and histological section, and the pituitary glands 
removed and tested for the presence of thyrotrophic 
hormone by implantation in guinea-pigs; animals in 
ihe other 3 sub-groups were investigated for uptake of 
radioactive iodine (131]), being killed at intervals of 1, 
2, 4, 6, 8, 12, 24, 48, and 96 hours after receiving the 
iodine and the thyroid glands removed, weighed, and 
tested by scintillation counter. The height of the epi- 
thelial cells of the thyroid vesicles was measured, as 
was that of the corresponding cells of the guinea-pig 
recipients. 

The findings revealed hypofunction of the thyroid 
in both Group 1 and Group 2. There was a fall in the 
B.M.R., and the oxygen uptake fell from an initial level 
of 150 ml. per 100 g. to 70 ml. per 100 g. in 8 weeks, this 
fall being more rapid in Group 1, though the final level 
at the end of 8 weeks was similar in both groups. The 
weight of the thyroid glands in the three groups was 
not significantly different. The structure of the glands, 
however, differed; thus those from Group 1 had 
small follicles with unvacuolated colloid and cells 
of normal height, while those of Group 2 had tall epi- 
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thelium and foamy colloid or none at all. The amount 
of thyrotrophic hormone fell after cobalt administra- 
tion, as shown by decrease in the height of thyroid 
epithelium in the guinea-pig recipients.. The author 
suggests that it is therefore likely that in regions where 
the water is deficient in iodine the presence of cobalt, 
even in small quantities, may provoke the development 
of endemic goitre. L. Firman-Edwards 


682. The Medical Thyroid Crisis. [In English] 
B. A. LAMBERG. Acta medica Scandinavica [Acta med. 
scand.| 164, 479-496, 1959. 1 fig., bibliography. - 


The author describes in detail 17 cases of medical 
thyrotoxic crisis or impending crisis seen at the Maria 
Hospital and the [Vth Medical Clinic, Helsinki, during 
1955-8. In some patients the crisis occurred spon- 
taneously, in some it was related to infection, trauma, or — 
mental stress, in some it developed on stopping medica- 
tion, and in others it was precipitated by treatment with 
radioactive iodine. In a large proportion of the patients 
there was a history of chronic thyrotoxicosis which had 
been overlooked or untreated for long periods; also 
many patients were old and had primary cardiac symp- 
toms. The general symptoms of acute thyrotoxicosis 
increased in all cases during the crisis, the other, pre- 
dominating, symptoms being of 5 main types: neuro- 
cerebral (7 cases), cardiac (7), gastro-intestinal (3), 
hepato-renal (2), and adrenal (1); in several cases various 
combinations of groups of symptoms occurred. Vomit- 
ing and diarrhoea were ominous symptoms, the grave 
disturbance due to the thyrotoxicosis being made worse 
by electrolyte losses. In 2 patients with an initially 
high serum non-protein nitrogen level due to a nephro- 
pathy the increase in renal circulation and glomerular 
filtration rate which normally accompany thyrotoxicosis 
could not occur and so the crisis produced further nitro- 
gen retention; both these patients died. The erythrocyte 
sedimentation rate was high in many cases, but the cause 
of this was not clear. Marked muscular weakness was 
also frequently observed. Of the 7 patients with im- 
pending crisis 4 died as the result of failure of some peri- 
pheral organ system, while of the 10 with manifest 
crisis 5 died. 

The author suggests that the clinical syndrome is due 
to the concentration of the analogues of the different 
thyroid hormones in the tissues, this depending on their 
rate of supply and breakdown. In a crisis the peripheral 
changes in energy metabolism, of which dissociation 
between oxidation and phosphorylation is a sign, lead to 
increased heat production and a failure of tissue meta- 
bolism. Production of adrenocortical ‘hormones is 
increased, so leading to suppression of the release of 
thyroid hormones and reducing the peripheral effects of 
thyroxine, and secondary adrenal failure may follow. 
In the treatment of the crisis large doses of iodine appear 
to be effective, not because of any possible deficiency of 
iodine, but because of some unknown effect on peripheral 
metabolism. In view of the high mortality in these 
crises, the author suggests that iodine should be given to 
any patient in whom an impending crisis is suspected, 
possibly with adrenocortical steroids in addition. The 
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mode of beneficial action of thyroxine is also not clear, 
but it may act by balancing the various thyroid hormones 
and their analogues in the peripheral tissues. 

A. Gordon Beckett 


683. The Relation of Thyroidal Hormone Level to 
Epinephrine Response: a Diagnostic Test for Hyper- 
thyroidism 

J. F. Murray and J. J. Ketty Jr. Annals of Internal 
Medicine [Ann. intern. Med.] 51, 309-321, Aug., 1959. 
5 figs., 32 refs. 


It is known that thyroid hormone. potentiates the 
action of both adrenaline and noradrenaline. The 
Goetsch test for hyperthyroidism (described in 1918), 
using subcutaneous adrenaline, relied on this synergistic 
action, it being claimed that increased heart rate, in- 
creased blood pressure, tremor, and palpitations occurred 
only in hyperthyroid individuals. However, when it 
was shown that these same symptoms could occur in 
certain euthyroid subjects and also that thyrotoxic 
patients reacted in an alarming manner to the injection 
of adrenaline the test fell into disrepute. Employing the 
same principle, but basing the results on the quantitative 
changes in heart rate, blood pressure, and oxygen con- 
sumption, the authors, working at the State University 
of New York, Brooklyn, have administered intravenously 
graduated doses of adrenaline to 39 patients, of whom 
22 (14 males and 8 females) were normal euthyroid 
individuals, 11 (5 males and 6 females) had frank hyper- 
thyroidism, and 6 had hypermetabolism but normal 
thyroid function, these including 2 patients with Hodg- 
kin’s disease, 2 with lymphosarcoma, one with multiple 
myeloma, and one with anxiety neurosis. 

It was shown that normal euthyroid subjects could 
tolerate infusion rates of adrenaline up to 0-20 pg. 
per kg. body weight per minute before experiencing 
symptoms of adrenaline toxicity, whereas hyperthyroid 
patients could tolerate only a fraction of this dose, the 
highest rate being 0-12 yg. per kg. per minute. It was 
found that an infusion rate of 0-05 jg. of adrenaline per 
minute could clearly distinguish between hyperthyroid 
and euthyroid patients. At this dosage the mean change 
in oxygen consumption in normal subjects was +5°%, 
while in the thyrotoxic group it ranged from +5 to 
+55%. Analysis of the circulatory response measured 
by the product of the heart rate and the pulse pressure 
provided an even sharper separation between the two 
groups, the mean change in this product in the normal 
subjects being +25%% and in the hyperthyroid group 
from +60% to +180%. This potentiation of the 
action of catechol amines in hyperthyroid patients is not 
due to an increased metabolic rate, since it did not occur 
in the 6 patients with hypermetabolism but normal thy- 
roid function. In 2 euthyroid subjects who received 
triiodothyronine orally an increasing response to adrena- 
line occurred as the hyperthyroid state developed, thus 
suggesting that the level of circulating thyroid hormone 
is the main factor which determines the response to 
adrenaline. The authors conclude that the circulatory 
response to an intravenous infusion of adrenaline given 
at a rate of 0-05 wg. per kg. per minute is a useful and safe 
diagnostic test for hyperthyroidism. D.G. Adamson 
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684. Adrenocortical Response to the 48-Hour ACTH 
Test in Myxedema and Hyperthyroidism 
J.-P. Fecper, W. J. Reppy, H. A. SELENKOw, and 
G. W. THorn. Journal of Clinical Endocrinology and 
Metabolism [J. clin. Endocr.| 19, 895-906, Aug., 1959. 
3 figs., 21 refs. 


From Harvard Medical School and the Peter Bent 
Brigham Hospital, Boston, the authors report the results 
of tests of adrenocortical function on 9 female patients 
with hyperthyroidism and 9 with myxoedema. In the 
former group the control levels of urinary 17-hydroxy- 
corticoid excretion were in the higher part of the normal 
range. The response to an intravenous drip infusion of 
corticotrophin (ACTH) (25 units in 500 ml. of saline, 
given over 8 hours), as measured during the following 
48 hours, was very variable. In contrast to the response 
of normal control subjects no further rise in 17-hydroxy- 
corticoid excretion occurred on the second day—indeed 
in some cases the values were less than on the first day. 
Excretion of 17-ketosteroids was low in the control period 
and responded poorly to ACTH. No correlation was 
found between adrenocortical response and the func- 
tional status of the thyroid gland. In contrast, in the 
9 patients with myxoedema the control values for urinary 
17-hydroxycorticoid excretion were in the low normal 
range. In 4 cases there was a subnormal response to 
ACTH on both days, while in the other 5 the response 
was normal on the first day, but higher on the second. 
Excretion of 17-ketosteroids was low both in the control 
period and after injection of ACTH. Again there was 
no correlation between the degree of response and the 
degree of thyroid abnormality shown by other function 
tests. After the 48-hour test period the excretion of 
steroids returned to the control levels or slightly lower 
in the 4 patients with hyperthyroidism and in 3 of the 6 
with myxoedema who were studied. In the other 3 
myxoedematous patients the high levels persisted for a 
further 24 hours. It is suggested that in these 3 cases, 
which could not be distinguished clinically from the 
others, the rate of degradation of ACTH may have been 
decreased, but on the other hand it is possible that this 
division of the cases of myxoedema into two groups was 
an artificial one. After treatment of the thyroid disease 
the response to ACTH became normal. 

The authors conclude that in hyperthyroidism there is 
diminished reserve of adrenocortical function together 
with increased production of steroids, producing in- 
creased adrenal activity and an abnormal pattern of 
steroid excretion. The subnormal response to ACTH 
in myxoedema may be due either to an abnormality of 
adrenal function or possibly to myxoedematous change in 
the pituitary. A. Gordon Beckett 


685. Myxedema: a Reevaluation of Clinical Diagnosis 
Based on Eighty Cases 

H. A. BLoomer and L. H. Kyte. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.] 104, 
234-241, Aug., 1959. 1 fig., 35 refs. 


In the belief that many cases of frank myxoedema 
still go unrecognized by clinicians the authors have 
undertaken a retrospective analysis of 80 cases of 
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primary hypothyroidism at Georgetown University 
Hospital, Washington, D.C. All but 11 of the patients 
were women. The myxoedema was attributed to idio- 
pathic thyroid atrophy in 44 cases, to preceding thyroidec- 
temy in 19, and to probable or histologically proven 
Hashimoto’s disease in 12. Analysis of the recorded 
clinical features added little to the classic descriptions. 
The authors, however, point out the frequency of paraes- 
ti esiae as a presenting symptom and also the diagnostic 
vlue of delay in the relaxation phase of tendon reflexes. 
The latter sign was found in 68 of 72 patients specifically 
e amined for this abnormality. Proteinuria for which 
ciuses other than the myxoedema had been excluded was 
p esent in only 4 of 66 patients. 

The average period elapsing between the onset of 
s’mptoms and diagnosis of the disease in 49 cases of 
s ontaneous myxoedema was 4 years. This delay was 
nt entirely due to failure to seek medical advice, as all 
p.tients had been seen by at least one physician during 
tlis period. The commoner misdiagnoses were: con- 
g: stive heart failure, anaemia, functional uterine bleeding, 
p ychogenic disease, arthritis, fibrositis, and neuritis. 
Tae last three errors emphasize the importance of a 
correct appreciation of the acroparaesthesiae and vague 
n usculo-skeletal discomforts of which these patients 
s. often complain. H.-J. B. Galbraith 


DIABETES MELLITUS 


6°6. Chlorpropamide Therapy of Diabetes: an Appraisal 
k.. C. Stewart, E. U. Piazza, H. HyMAN III, and D. 


Hurwitz. New England Journal of Medicine [New 


Engl. J. Med.] 261, 427-430, Aug. 27, 1959. 
2 refs. 


The effect of chlorpropamide on 56 ambulant diabetic 
subjects was studied at the Boston City Hospital. Only 
cooperative patients were included in the trial; those 
with a history of acidosis in the previous 6 months were 
excluded, as were those with active acute infections, but 
no other selection of patients was made. The initial 
dose was 1-0 g. daily, later reduced to 0-5 g. daily. In- 
sulin was abruptly withdrawn and replaced by the 
maximum dose of chlorpropamide. A variety of 
laboratory tests were carried out at 3-weekly intervals. 
When possible the drug was continued for 3 months and 
then replaced by a placebo for one month. 

Of the 56 patients treated, 6 were lost to follow-up 
before adequate assessment could be made. Poor 
control developed in 8, 4 of them juvenile diabetics. 
Side-effects whieh necessitated withdrawal of the drug 
in 4 cases were, respectively: nausea, vomiting, and 
excessive salivation; obstructive jaundice; erythema 
multiforme with fever and eosinophilia; and vertigo 
and fatigue. In 2 cases a rash developed, but this cleared 
up without the need to stop treatment. Many of the 
patients receiving the larger dose had gastro-intestinal 
disturbances, drowsiness, and lethargy. Small rises in 
the serum alkaline-phosphatase level occurred, but this 
was the only abnormal laboratory finding. 


1 fig., 
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Of the 38 patients remaining in the trial, 22 completed 
the full course of treatment with chlorpropamide fol- 
lowed by a placebo. Only 2 patients did as well on the 
placebo as on chlorpropamide; the remainder all 
responded well to resumption of chlorpropamide ad- 
ministration. Of the other 16 patients, 11 had not com- 
pleted the trial at the time of the report; one died and 
4 discontinued taking the drug of their own accord. 

Of the 27 patients who before the trial had received 
tolbutamide, better control was obtained with chlor- 
propamide in 16, in 8 the results were the same, while 
in 3 tolbutamide was superior. Of the 34 who had 
previously been given insulin, in 13 better control was 
obtained with chlorpropamide and in 13 with insulin; 
equal results were noted in 8. Chlorpropamide was 
more successful in diabetics taking less than 40 units of 
insulin per day (62°%% controlled) than in those receiving 
larger doses (14°%% successful). Thus adequate, effective 
control was achieved by chlorpropamide treatment in 
54% of patients with diabetes of onset in maturity. The 
comparison with insulin suggests that chlorpropamide, 
when effective, may provide more prolonged and con- 
stant control than the intermediate-acting insulins. 

The authors emphasize that this is a short-term study, 
and that long-term studies will be necessary to ascertain 
the effect of chlorpropamide on the development of 
diabetic vascular complications and also whether the 
drug will produce other, as yet unforeseen, damage. 

A. Gordon Beckett 


687. The Influence of Insulin Administration on the 
Adrenaline Content of the Adrenal Glands of Rats with 
Alloxan Diabetes. Ha 
comepKaHHe B KPBIC C 
asINOKCaHOBLIM WHa6eTOM) 

A. M. Baru. u Topmo- 
Homepanuu_ [Probl. Endokr. Gormonoter.] 5, 3-7, 
July-Aug., 1959. 16 refs. 


The adrenaline content of the adrenal glands of rats 
with alloxan diabetes depends on the general condition 
of the animals. Thus in favourable conditions it may be 
near normal, but a rapid fall occurs in animals which are 
dying or in a serious condition suggestive of the approach 
of coma. In an attempt to ascertain whether the fall is 
due to the general toxic effect of alloxan or to the onset 
of acute diabetic symptoms a series of 9 rats with alloxan 
diabetes untreated with insulin (Group 1) was compared 
with one of 10 rats (Group 2) given insulin from the 
second day after alloxan until death. In Group 1 the 
adrenal glands showed a very low adrenaline content 
(from nil to 0-4 wg. per mg. of adrenal tissue), whereas 
those of the animals in Group 2 treated with insulin had 
a normal adrenaline content. The fall in content in 
Group 1 was greatest in respect of combined adrenaline, 
the level of which in no case exceeded 0-04 yx»g. per mg. 
Further investigations on normal rats showed the gland 
content of adrenaline to be normal in all cases, whether 
insulin was given or not. [The proportion of combined 
adrenaline was, however, higher in the normal rats 
which had received insulin.] 

It is concluded that the changes in the adrenaline con- 
tent of the adrenal glands of these animals cannot have 


| 
i 
d 
d 
nt 
ts 
ts 
y- 
al 
of 
e, 
ng 
se 
y- 
ed 
od 
as 
he 
ry 
al 
to ‘ 
ise 
id. 
rol 
vas 
ion 
ra 
the 
een 
this 
was 
ase 
e is 
her 
in- 
TH 
of 
e in 
tt 
osis 
s of 
104, 
ema 
lave 
of 


224 


been due to the toxic action of the alloxan, since this 
could not have been prevented by the administration 
of insulin 2 days after the alloxan was given. It must, 
therefore, in the author’s view, be due to the severity of 
the diabetic process in the untreated animals. 

L. Firman-Edwards 


688. Extractable Insulin Measured by Immuno-chemical 
Assay: Effect of Tolbutamide 
G. M. Gropskxy and C. T. PenGc. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)| 101, 100-103, May [received 
Sept.], 1959. 2 figs., 18 refs. 


In this study of the immediate action of tolbutamide, 
carried out at the University of California School of 
Medicine, California, the authors used a highly sensitive 
immuno-chemical technique of assay, described in detail, 
by which the insulin content of extracts of the pancreas 
of mice treated with tolbutamide was determined by 
noting the change in binding of insulin labelled with 
radioactive iodine to insulin antibodies in the serum 
obtained from diabetic patients receiving at least 500 
units of insulin per day, the test being carried out in the 
presence of varying amounts of unlabelled insulin. It 
was found that despite the development of hypoglycae- 
mia in the mice within 2 hours of the administration of 
tolbutamide there was no consistent decrease in the 
amount of insulin in the pancreas. These results 
therefore do not support the hypothesis that the action 
of tolbutamide is to promote greater release of insulin. 

F. W. Chattaway 


689. Proteins, Lipoproteins and Protein-bound Carbo- 
hydrates in the Serums of Diabetic Patients 


P. Eyarnque, A. MARBLE, and E. F. TULLER. American 
Journal of Medicine {|Amer. J. Med.] 27, 221-230, Aug., 


1959. 1 fig., 38 refs. 


The authors, working at the New England Deaconess 
Hospital and the Joslin Clinic, Boston, have compared 
the protein, lipoprotein, and protein-bound carbohydrate 
content of the serum of diabetic patients and of normal 
control subjects. The material studied was taken from 
14 normal individuals and 68 diabetic patients, the latter 
group being made up of 23 patients without any vascular 
complications, 22 with only one type of complication, 
(retinopathy, neuropathy, or nephropathy), and 23 with 
two or more complications. 

The proteins were studied by electrophoresis, full 
details of the technique being given. As was to be 
expected the patients with renal damage showed a 
reduction of the serum albumin content, but this was 
also significantly reduced even in the patients without 
vascular complications. No significant changes were 
found in the a - and f-globulin fractions and very 
doubtful changes in the «-globulin fraction in the 
diabetic groups. The y-globulin fraction was in general 
significantly reduced only in the presence of renal 
damage, but there was also some reduction in. patients 
with retinopathy as the sole complication. Although 
the scatter of results in the estimations of the serum 
lipoproteins was great, the values for f-lipoproteins 
appeared to be considerably higher in patients with com- 
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plications than in normal subjects and patients with un- 
complicated diabetes. In respect of the «-lipoprotein 
fraction there was little difference between the diabetics 
and the controls, except that in patients with advanced 
vascular complications the values were mostly below the 
normal mean. The relative amount of protein-bound 
carbohydrate in the a-globulin fraction was significantly 
higher than normal in all the diabetic patients, with or 
without complications, but no other significant differ- 
ences were found. 

The results of these investigations in the diabetic 
subjects were correlated with the degree of control, 
the age at onset, and the duration of the disease, and it 
was concluded that in patients without complications 
poor control, early onset, and long duration of the dia- 
betes contributed to an increase in serum «2-globulin 
values. 

[There is much technical material in this paper which 
it is impossible to summarize adequately. It should be 
read in the original by those interested in this field.] 

T. D. Kellock 


690. The Effect of a Low Fat Diet on the Serum Lipids 
in Diabetes and Its Significance in Diabetic Retinopathy 

W. F. VAN Eck. American Journal of Medicine [Amer. 
J. Med.) 27, 196-211, Aug., 1959. 16 figs., 35 refs. 


The author reports a study, carried out at Yale Univer- 
sity School of Medicine, New Haven, of the effects of a 
low dietary intake of fat on 12 diabetic patients (2 of them 
males) with diabetic retinopathy, of whom 10 were 
being treated with insulin and 2 by diet alone. The dura- 
tion of the diabetes varied from 2 to 35 years, but no 
patient had had recent ketosis and in all the disease had 
been properly controlled. After initial determination 
of the blood lipid levels the patients received a diet con- 
taining only 20 g. of fat daily, 11 of them following this 
diet for periods ranging from 12 to 24 months. The 
reduction in the caloric content of the diet consequent 
on the reduction in fats was counterbalanced by a corre- 
sponding increase in carbohydrates, but this increase in 
carbohydrate intake was not accompanied by a need for 
increased amounts of insulin. 

Analyses showed. an average fall of about 20% in the 
serum total cholesterol level which persisted throughout 
the period of observation; in cases in which no fall in 
the lipid level occurred or in which this level rose after 
an initial fall it was established that the patient was not 
keeping to the diet. It was demonstrated that there was 
no direct correlation between the diurnal fluctuations of 
the blood glucose level and the blood lipid level in patients 
on the diet. The retinal changes were assessed by 
comparing colour photographs of the fundus taken at 
3-monthly intervals. Of 10 of the patients who had 
exudates in the retina at the beginning of treatment 
definite regression of these was observed in 8. [Very 
convincing photographs of this improvement are repro- 
duced.] On the other hand improvement in the retinal 
angiopathy was observed in only one patient, the others 
continuing to develop microaneurysms and hae 
morrhages. It is concluded that a trial of a low-fat 
diet is justifiable in patients with diabetic retinopathy 
and elevated serum lipid levels. 
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[This is a most interesting paper which should be 
read in the original by all those concerned in the treat- 
ment of diabetic retinopathy.] T. D. Kellock 


691. Studies on Rauwolfia Alkaloids in Diabetic Hyper- 
tensive Patients 


A. S. Couen, N. S. STEARNS, H. Levitin, and D. Hur- 


\1TZ. Annals of Internal Medicine [Ann. intern. Med.| 
£1, 238-247, Aug., 1959. 10 refs. 


In view of the various alleged reactions to Rauwolfia 
serpentina—hypoglycaemia, hyperglycaemia, and gain 
in weight due to increased appetite—the authors, at the 
Poston City Hospital, studied its effects on 28 patients 
with well-controlled diabetes and hypertension of long 
curation. The average age of the patients was 57 
years and the daily maintenance dose of rauwolfia 
varied between 0-5 and 1:0 mg. Out of 25 patients with 
s ibjective symptoms (headache, nausea, or insomnia), 
13 showed clinical improvement. In 14 of the 28 
patients there was a fall of 20 mm. Hg or more in mean 
arterial pressure and in 7 a fall of between 10 and 17 
nm. Hg. Of 18 patients on insulin treatment, 3 required 
s ight and one moderate reduction in dosage, and in one 
cise the dose had to be increased. A second group of 
1) hypertensive diabetic patients were subjected to a 
double-blind controlled trial of “ rauwiloid” (the 
a seroxylon fraction of rauwolfia) and a placebo. This 
sowed rauwiloid to have no significant effect on insulin 
rcquirement, though its hypotensive effect was clearly 
demonstrated. - Rauwolfia did not appear to have any 
s gnificant effect on body weight. K. G. Lowe 


ADRENAL GLANDS 


692. Evaluation of Adrenocortical Function by Means 
of Thorn’s Test. (Mccnenopanve 
C°CTOAHHA KOPbI HAMMOYC4HHKOB NOMOWM 
TOpHa) 

K. P. Zak. u 
nepanuu [Probl. Endokr. Gormonoter.] 5, 65-74, 
July-Aug., 1959. 32 refs. 


The author reviews the value of Thorn’s test in the 
investigation of adrenocortical function, including the 
differential diagnosis of Addison’s disease from secondary 
pituitary deficiency. After considering the various forms 
o! the test—the 4-hour intramuscular test, 24-hour test 
with 6-hourly intramuscular injections, the use of ACTH- 
zinc phosphate for prolonged action, and finally the 8- 
hour intravenous test—he advocates the use of the last- 
named as being more reliable and less likely to cause 
side-effects. The test is contraindicated in the presence 
of hypertensive disease, arteriosclerosis, cardiosclerosis, 
peptic ulcer, osteoporosis, and some other [unspecified] 
conditions. For the eosinophil count he advocates 
Hinkleman’s method of staining as described by Fisher 
and Fisher (Amer. J. med. Sci., 1951, 221, 121). This 
method destroys the erythrocytes, but preserves all 
forms of leucocytes and leaves the eosinophils sharply 
defined, with orange-stained cytoplasm and black gran- 
ules. The simultaneous estimation of the urinary 17- 
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hydroxycorticosteroid excretion is recommended; this 
is increased under the influence of ACTH in normal 
persons by 100 to 300%, but in Addison’s disease there 
is no change. 

It is pointed out that the reliability of Thorn’s test 
depends upon the purity of whichever preparation of 
ACTH is employed. It must also be borne in mind that 
normally there is a diurnal variation in the eosino- 
phil count in the peripheral blood, the count falling from 
4 a.m. to noon, then slowly rising. This, it is suggested, 
may be due to the influence of light on the pituitary— 
adrenal system. This phenomenon, as well as the 
possibility of local destruction of ACTH in the tissues 
and of delayed action of ACTH on the adrenal glands, 
is the chief reason for the author’s preference for the 
8-hour intravenous test, which can be repeated on 2 or 
3 successive days if necessary. L. Firman-Edwards 


693. Control of Adrenal Secretion of Electrolyte-active 
Steroids. Adrenal Stimulation by Cross-circulation Ex- 
periments in Conscious Sheep 

D. A. Denton, J. R. Gopinc, and R. D. WriGur. 
British Medical Journal [Brit. med. J.] 2, 447-456, 
Sept. 19, 1959, and 522-530, Sept. 26, 1959. 25 figs., 
bibliography. 


The paper describes experiments aiming to solve the 
clinically important question of how the adrenal secretion 
of aldosterone is controlled. To investigate the control 
of secretion of a hormone it is desirable that the experi- 
ments be made on conscious confident animals and it be 
contrived that there is easy access to the arterial supply 
and venous drainage of the endocrine gland under these 
conditions. The neck adrenal transplant preparation 
permits, in conscious sheep, experiments aiming to 
determine whether the gland responds directly to changes 
of arterial sodium and potassium concentration or 
whether it responds to a hormonal stimulus. The results 
indicate that changes of_adrenal ionic environment may 
be a contributory cause of changes of electrolyte-active 
steroid secretion occurring in sodium deficiency, but 
they do not account for the whole range of function 
which the gland shows. 

Cross-circulation experiments in conscious animals 
have shown that there is a large stimulation of adrenal 
secretion of electrolyte-active steroid when the blood of 
a sodium-depleted adrenally insufficient donor animal 
is passed through the adrenal transplant of another in 
normal sodium balance. As this stimulation does not 
appear to be due to corticotrophin, further experiments 
have been based on a working hypothesis that a hitherto 
unrecognized hormonic stimulus originates in the 
neuraxis. With such a working hypothesis, a fact for. 
concurrent consideration is the remarkably accurate 
appetite for sodium solutions shown by sodium-deficient 
sheep. 

A possible view of the evidence discussed is that the 
evolution of control of such an important regulation as 
sodium balance involves central integration of a number 
of mechanisms, and that the selective appetite for 
sodium and the stimulation of aldosterone secretion are 
functionally linked together —[Authors’ summary.] 
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The Rheumatic Diseases 


694. Observations on the Precipitation Test for Diag- 
nosis of Systemic Lupus Erythematosus 

R. L. Sytvester, G. J. SLUKA, E. L. KANABROCKI, and 
M. E. Rusnitz. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 32, 45-47, July, 1959. 14 refs. 


Specimens of serum from 3,652 patients were tested 
with p-toluenesulfonic acid. There were 23 false- 
positive reactions and one false-negative, the latter in a 
patient with classic findings of systemic lupus erythema- 
tosus at necropsy. None of the patients in the false- 
positive group had any clinical or pathologic findings of 
systemic lupus erythematosus. 

The factor responsible for precipitation in the false- 
positive reactions was observed to be in the beta globulin 
fraction.—[From the authors’ summary.] 


695. Study of the Paradoxical Effects of Salicylate in 
Low, Intermediate and High Dosage on the Renal Mechan- 
isms for Excretion of Urate in Man 

T. F. YU and A. B. GutTMANn. Journal of Clinical 
Investigation [J. clin. Invest.] 38, 1298-1315, Aug., 1959. 
5 figs., bibliography. 


Salicylate administered to man in doses of 5 to 6 g. 
daily increases the urinary excretion of urate, whereas in 
doses of 1 to 2 g. daily it has the opposite effect. This 
phenomenon was investigated at the Mount Sinai 
Hospital (Columbia University College of Physicians 
and Surgeons), New York, in 23 male gouty subjects. 
Daily doses of 1, 2, 3, and 5-2 g. of acetylsalicylic acid 
produced changes in the 24-hour urinary excretion of 
urate of —21, —14, +16, and +37% respectively. 
When 5:2 g. of sodium bicarbonate was given daily in 
addition to 5-2 g. of aspirin urate excretion was increased 
by 86%. 

Further studies showed that the paradoxical effect was 
determined at renal tubular level and depended on the 
concentration of free salicylate in the tubular urine. ‘The 
conventional view is that urinary urate represents a 
small fraction of filtered urate that has escaped absorption 
by the tubules. The authors suggest, however, that the 
tubules absorb virtually all the urate from the glomerular 
filtrate and that the urate present in the urine is the pro- 
duct of tubular secretion. It is further postulated that 
a low concentration of salicylate in the tubular urine 
depresses the tubular secretion of urate, thus causing a 
reduction in its excretion. Intermediate concentrations 
of salicylate in the tubules depress tubular secretion and 
also, to some extent, tubular absorption of urate, so that 
the urate concentration of the glomerular filtrate remains 
unaltered, while high tubular concentrations of salicylate 
(produced by high dosage of salicylate or smaller doses 
plus an alkalinizing agent) depress tubular absorption 
to such an extent that there is an increase in urate excre- 
tion over the normal value. The authors suggest that 
the uricosuric effect of probenecid, which is produced 


by inhibition of tubular absorption of urate, is counter- 
acted by small doses of salicylate in part because of the 
suppression of tubular secretion of urate. 

G. S. Crockett 


ACUTE RHEUMATISM 


696. Experimental Heart Granulomatosis in Rabbits 
and Its Relation to Rheumatic Carditis. [In English] 

G. Norun. Acta rheumatologica Scandinavica [Acta 
rheum. scand.| 5, 85-100, 1959. 13 figs., 49 refs. 


Rabbits were preimmunized for 3 weeks and then in- 
jected intravenously for 3 weeks with group A streptococci 
of the same type. When the virulence of the cocci was 
kept at an intermediate level, corresponding to an L.D.so 
for mice of 3 x 102 to 105 cocci, 19 of 32 rabbits (60%) 
developed heart disease. The streptococcal etiology of 
rheumatic fever is discussed. The heart lesions in rheu- 
matic fever and the experimental condition studied here 
seem identical, and there is at present nothing to invali- 
date the view that rheumatic fever is experimentally 
-reproducible.—[Author’s summary.] 


697. Incidence of Rheumatic Fever in Ceylon 

S. pe Siva. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 34 247-249, June [received Aug.], 1959. 
1 fig., 2 refs. 


Rheumatic fever appears to run a mild course in 
childhood in Ceylon. The most common age of occur- 
rence is in late childhood, from about 9 to 12 years. 
Cardiac complications in childhood are much less com- 
mon than in temperate climates and appear in a later age 
group, in early adult life. The mortality in childhood is 
less than in England. Cutaneous signs are very rarely 
seen. Chorea is extremely rare in children in Ceylon.— 
[Author’s summary.] 


698. Secretion of Blood-group Substances in Rheumatic 
Fever—a Genetic Requirement for Susceptibility? 

A. A. GLYNN, L. E. GLyNn, and E. J. HoLsorow. 
British Medical Journal (Brit. med. J.] 2, 266-270, Aug. 
29, 1959. 17 refs. 


The presence of the ABH and Le? blood-group sub- 
stances in the saliva of healthy schoolchildren and of 
cases of rheumatic fever has been studied. By the ulex 
test 22:9°% of 669 healthy schoolchildren were non- 
secretors; the comparable figure for 553 rheumatic 
fever cases was 28:9°%%. Positive results with a precipita- 
tion test on the saliva with a rabbit anti-Le* serum were 
obtained in 21-:2% of 1,129 healthy schoolchildren and 
in 27:5°% of 611 cases of rheumatic fever. These two 
differences, significant at the 2°% and 1% level respec- 
tively, would be expected if rheumatic fever could develop 
only in those individuals who are homozygous or hetero- 
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zygous for the non-secretor gene. On the basis of this 
hypothesis we have shown that the incidence of rheumatic 
fever in the parents and sibs of patients with this disease 
sould not, on hereditary grounds, be more than 13 and 
16°% greater respectively than in the general population. 
— [Authors’ summary.] 


649. The Effect of Prednisone and Dexamethasone on 
C:pillary Permeability in Rheumatic Fever. (Effetto 
dc! prednisone e del desametasone sulla permeabilita 
ca dillare nella malattia di Bouillaud) 

A. ZANGARA, A. SICCARDI, and A. PIccIONI. Reuma- 
ti.no [Reumatismo] 11, 191-195, July—Aug., 1959. 
3 igs., 32 refs. 


Recent experimental findings have underlined the 
in imate anatomical and functional interrelationship 
be-ween capillaries and connective tissue, which are of 
ccnmon embryological origin, and have also thrown 
lig at on the characteristic association of vascular lesions 
wi:h lesions of the connective tissue in acute rheumatism 
ari other diseases. Many authors are of the opinion 
th.t the systemic, structural, and functional damage 
pr duced in the capillaries by the rheumatic diseases is 
re: ponsible in whole or in part for their pathogenesis. 
Ccrtisone, corticotrophin (ACTH), and the salicylates 
generally reduce capillary permeability in these diseases 
in parallel with their production of clinical improvement. 
Cl lorpromazine also reduces capillary permeability, but 
the effect of phenylbutazone on the vessels is, however, 
doubtful. 

The present authors, working at the Medical Clinic 
of the University of Genoa and the Civil Hospital, San 
Remo, have studied the behaviour of capillary permea- 
bility during the treatment of cases of rheumatic fever 
wih prednisone and dexamethasone. Clinically, dexa- 
mcthasone showed a marked superiority. Among the 
various available methods of evaluating capillary permea- 
bility, the Landis test was preferred by the authors for its 
technical simplicity and dependability. This test con- 


firmed the superiority of dexamethasone over prednisone, . 


the latter producing no marked reduction in capillary 
permeability, whereas the former, in doses 6 to 8 times 
smaller, had a prompt and easily demonstrable effect. 
This effect may, however, have been enhanced by previous 
treatment with prednisone. Robert E. Lister 


700. Clinical Observations on the Importance of Ton- 
sillectomy in Rheumatic Fever. (Rilievi clinici sulla 
importanza della tonsillectomia nella malattia reumatica) 
G. CasoLo, G. ORLANDI, C. PONZONI, and U. CINQUINI. 
Reumatismo [Reumatismo] 11, 196-208, July—Aug., 
1959. 4 figs., 44 refs. 


{At the Ospedale Maggiore, Milan,] the authors have 
studied the clinical course and changes in various labora- 
tory findings in two groups of patients suffering from 
theumatic fever, one of which had and the other had not 
undergone tonsillectomy previously. They arrive at the 
following conclusions. 

(1) The macroscopic appearance of rheumatic tonsilli- 
lis, though not characteristic, is sufficiently constant in 
its morphological features to be recognizable. (2) The 
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morbid histology of the tonsils as a whole indicates the 
existence of a hyperergic inflammatory process such as 
may reasonably permit the suspicion of its rheumatic 
nature. (3) Relapses of rheumatic fever are less frequent 
in patients who have undergone tonsillectomy. (4) In 
such patients rheumatic relapses respond more promptly 


to cortisone therapy and the immunological responses 


return more rapidly to normal. (5) In the authors’ 
opinion tonsillectomy should be advised not only in the 
case of a first episode of rheumatic fever, but also in the 
case of relapses preceded or acoumnpented by tonsillitis. 
—[From the authors’ summary.] 


701. Studies on Acute Rheumatic Fever in the Adult. 
II. The Rebound Phenomenon 

S. K. Ester and E. PADEeR. Annals of Internal Medicine 
[Ann. intern. Med.] 51, 339-358, Aug., 1959. 3 figs., 
33 refs. 


This study of 43 patients with rheumatic fever seen at 
Mount Sinai Hospital, New York City, between 1952 
and 1957 was undertaken to determine the incidence, 
character, causation, and management of the “* rebound ” 
phenomenon, that is, the reappearance of clinical or 
laboratory signs of the disease after the termination of 
apparently successfully suppressive treatment. All 43 
patients, most of whom were over 20 years of age, ful- 
filled the Duckett Jones diagnostic criteria. Rebound 
was defined as the appearance of fever, an increased 
erythrocyte sedimentation rate (E.S.R.), reappearance 
of C-reactive protein, arthralgia, arthritis, chest pain, 
pericarditis, electrocardiographic abnormalities, or car- 
diac failure. 

Of the 43 patients, 22 (51%) showed the rebound 
phenomenon, 8 developing 2 “‘ rebounds” and one 4. 
These were most commonly manifested by fever (81°%) 
and tachycardia (69°%), and less frequently by arthralgia 
(56%) or arthritis (25°%), while 2 patients developed peri- 
carditis and 5 electrocardiographic abnormalities. The 
E.S.R. became abnormal in 97% and C-reactive protein 
reappeared in the serum in 92°%. In only 2 cases did the 
evidence of rebound depend on laboratory findings 
alone. In relation to drug treatment it was noted that 
rebound occurred in 9 out of 22 patients treated only 
with salicylates, in 7 out of 12 treated with steroids alone, 
and in 6 of 9 treated by both methods. Rebound was 
most frequent in patients who were treated with steroids 
in high dosage. It did not seem to be related to duration 
of treatment, but only 3 of the patients were treated for 
more than 8 weeks. Abrupt or gradual cessation of 
therapy made little difference to the incidence, although 
this seemed to be lower following abrupt withdrawal of 
salicylates than of steroids. The rebound usually ap- 
peared on the first day after withdrawal, but in some cases 
was delayed until the 7th day, and lasted (in the absence 
of re-treatment) for periods varying between one and 29 
days, the fever being short-lived and abnormal laboratory 
findings being longer lasting. Second rebounds occurred 
more frequently in the steroid-treated group. The case 
history is presented of one patient with prolonged rheu- 
matic fever and many rebounds who was finally dis- 
charged home taking aspirin with a high E.S.R. and 
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C-reactive protein in the serum after a period of 30 weeks 
in hospital. 
The authors thus do not differentiate between relapse 
and rebound, believing them to be the same; nor do 
they consider that the phenomenon represents relative 
adrenocortical insufficiency (since it is seen with salicy- 
lates) or part of a polycyclic attack. Dismissing also 
the theory of inadequately prolonged treatment, they 
incline to the view that the drugs alter the host’s response 
to the basic pathogenic factor and conclude that the 
rebound phenomenon is an indication of persistent rheu- 
matic activity necessitating re-treatment. 
E. G. L. Bywaters 
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702. A Comparison of the Sheep Cell and Latex Agglu- 
tination Tests in Rheumatoid Arthritis 

V. L. Sremperc, P. D. Roserts, and S. P. Lock. 
Journal of Clinical Pathology [J. clin. Path.| 12, 448-450, 
Sept., 1959. 18 refs. 


A total of 504 sheep cell and latex agglutination tests 
were performed in parallel and the two tests gave coinci- 
dental positive or negative results in 93°%%. There was 
no correlation between the titres of positive tests. It is 
suggested that the latex test is a satisfactory simple 
alternative to the sheep cell test in routine diagnostic 
work.—[From the authors’ summary.] 


703. Latex-fixation Test in Rheumatoid Arthritis. I. 
Clinical Significance of a Thermolabile Inhibitor 

A. F. ScuHuBartT, A. S. Conen, and E. CaALkins. New 
England Journal of Medicine [New Engl. J. Med.| 261, 
363-368, Aug. 20, 1959. 1 fig., 19 refs. 


The replacement of sheep erythrocytes in agglutination 
reactions based on the techniques of Rose and Waaler 
by polystyrene particles in the technique outlined by 
Singer and Plotz eliminated the need to heat the serum 
to destroy complement. In this paper from Harvard 
Medical School and the Massachusetts General Hospital, 
Boston, it is demonstrated that this preliminary heating 
to 56° C. for 30 minutes also destroys the action of a 
thermolabile inhibitor of the agglutination phenomenon. 
Thus when a native unheated serum is used in the stan- 
dard technique of Singer and Plotz (F.II L.P. test) a 
prozone will occur in the lower dilutions of the series, 
where agglutination is inhibited. In 25 of definite 
cases of rheumatoid arthritis total inhibition was ob- 
served with native serum, while after preliminary heat- 
inactivation titres as high as 1:5,120 were obtained. 
The thermolabile inhibitor may be demonstrated in any 
serum that has agglutinating activity in the F.II L.P. 
test. Of the 177 sera from patients with “‘ definite ”’ 
rheumatoid arthritis, 118 (66°6°%%) gave positive results 
(1:160 or higher) after preliminary heat inactivation, 
whereas only 93 (52-5°%) of the unheated aliquots gave 
positive results, 38 of the 93 showing the prozone 
phenomenon. Tests were performed with heated and 
unheated serum from 418 patients from an arthritis 
clinic (including the 177 mentioned above), 20 patients 
with leprosy, and 360 patients (including normal subjects) 
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from a general medical clinic and gave similar results, 
This thermolabile inhibitory factor has some of the 
characteristics of serum complement. 

[It is to be remembered in considering this phenomenon 
that whether or not the serum is heat-inactivated before 
testing, the technique of the test involves heating the 
mixed reactants to 56° C. for 2 hours.] Harry Coke 


704. An Investigation of the Presence of a Common 
Antigenic Factor in Certain Cocci and the Relationship 
with Rheumatoid Arthritis. [In English] 

H. BeeuwKes, A. BULSMA, and D. E. MENDES DE LEON, 
Acta rheumatologica Scandinavica [Acta rheum. scand.] 5, 
101-107, 1959. 3 refs. 


In a previous paper (Acta med. scand., 1957, 157, 119; 
Abstr. Wild Med., 1957, 22, 218) the authors reported 
that tanned erythrocytes coated with extracts of Group-A 
haemolytic streptococci were agglutinated by sera from 
patients with rheumatoid arthritis. In the present 
work, reported from St. Joseph Hospital, Heerlen, 
and St. Annadal Hospital, Maastricht, Netherlands, 
they first investigated the effect of using acetamide extracts 
of various other micro-organisms instead. Extracts of 
Gram-negative bacilli and pneumococci gave no reac- 
tions with serum from a case of rheumatoid arthritis 
which gave a positive result in the original test, but 
extracts of B-haemolytic streptococci and most staphylo- 
coccal strains gave positive reactions with this serum. 

Extracts were also made from strains of a-haemolytic 
streptococci isolated from the throats of 20 patients with 
rheumatoid arthritis and of 30 normal subjects and these 
were used to coat tanned erythrocytes. Sera from these 
individuals were then tested against cells coated with 
extracts of autologous cocci and against cells coated with 
a standard Group-A streptococcal extract. Of the sera 
from normal subjects, none gave positive autologous 
reactions and 4 agglutinated the standard extract. Of 
the rheumatoid arthritis sera, 3 gave positive autologous 
reactions and 11 agglutinated the standard extract. 
This work, the authors claim, suggests that certain 
people produce antibodies against their own throat 
flora which play a part in the pathogenesis of rheumatoid 
arthritis. E. J. Holborow 


705. Trials of Cortisone Analogues in the Treatment of 
Rheumatoid Arthritis 

H. W. Fiapee, G. R. Newns, W. D. Situ, and H. F. 
West. Annals of the Rheumatic Diseases [Ann. rheum. 
Dis.] 18, 120-128, June [received Sept.], 1959. 4 figs., 
4 refs. E 


A review of the results of two controlled trials of 
cortisone and two similar trials of prednisone in the 
treatment of rheumatoid arthritis is followed by a 
report of three trials of triamcinolone carried out at the 
Sheffield Centre for Investigation and Treatment of 
Rheumatic Diseases. 


In the first of these trials 31 patients with rheumatoid’ 


arthritis who had been receiving prednisolone for 
more than a year were divided at random into two 
groups, one group continuing with prednisolone and the 
other receiving triamcinolone instead. The dosages of 
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the drugs, a mean of 11-5 mg. daily of prednisolone and 
8-5 mg. daily of triamcinolone, were considered to be at 
the upper limit of safety for prolonged administration. 
Tie progress of the patients was assessed at monthly 
intervals for 6 months. Slight improvement was 
observed in the patients given triamcinolone; the ery- 
throcyte sedimentation rate fell and the strength of grip 
increased. 

In the second trial 17 patients with severe rheumatoid 
ar hritis who had not received steroid therapy previously 
were allocated at random to receive prednisolone (mean 
dcsage 10 mg. daily) or triamcinolone (mean dosage 
7 ng. daily). The method of study was similar to that 
in the first trial, and again there was improvement in 
th: triamcinolone group compared with the group 
receiving prednisolone. 

The object of the third trial was to determine the effect 
of triamcinolone on the blood-pressure of 9 patients 
wi o had become hypertensive during cortisone or pred- 
ni. olone therapy. The mean blood-pressure level did 
nc: change in the 6 months before and after the change to 
triamcinolone. No serious side-effects of triamcinolone 
wore Observed except for loss of weight, which was 
frequently noted. K. C. Robinson 


705. Corticotrophin (ACTH) in Rheumatoid Arthritis 

O. SavaGce, P. S. Davis, L. CHAPMAN, J. WICKINGS, 
J. D. Ropertson, and W. S. C. CopEMAN. Annals of 
th Rheumatic Diseases [Ann. rheum. Dis.] 18, 100-110, 
June [received Sept.], 1959. 5 figs., 11 refs. 


‘n this paper from the Departments of Rheumatism 
an.| Biochemistry, West London Hospital, the authors 
review the progress of 40 patients with rheumatoid 
arihritis treated with daily injections of corticotrophin 
(ACTH) for 2 years. The urinary excretion of 17- 
hy.jroxycorticosteroids was estimated at regular intervals 
and the results were used to adjust the dosage of the 
hormone when the response fluctuated; as a rule, a 
daily dosage of 20 units was adequate. Of the 40 patients, 
6 s:opped treatment because of side-effects and 7 because 
of lack of response. Of the remaining 27 (mean age 
40-7 years) with an average duration of arthritis of 4-5 
years, 6 improved sufficiently to stop treatment and 21 
were still under treatment at the end of 2 years. 

A comparison was made with the results obtained in a 
group of patients (of higher average age but with a 
shorter history of arthritis) treated with cortisone or 
aspirin during the period of the Medical Research 
Council/Nuffield Cortisone—Aspirin Trial. This showed 
that the patients given ACTH had a better grip, less joint 
tenderness, and a lower erythrocyte sedimentation rate 
when assessed at 1 year and 2 years than those given 
aspirin or cortisone. The authors state that ACTH 
therapy has the following advantages over cortisone 
therapy: less liability to adrenal insufficiency on with- 
drawal of treatment, less risk of dyspepsia and peptic 
ulcer, and easier control of the dose by frequent 
estimation of the urinary excretion of 17-hydroxycorti- 
costeroids. With ACTH therapy there is a greater risk 
of the development of acne, pigmentation, glycosuria, 
hypertension, and menstrual irregularity. edema, in- 


crease in weight, hirsuties, moon face, and osteoporosis 
were observed with about equal frequency with both 
drugs. J. A. Cosh 


707. Dexamethasone 


_ F. D. Hart, J. R. Goipinc, and G. Brown. Lancet 


[Lancet] 2, 255-257, Sept. 5, 1959. 23 refs. 


This paper from the Westminster Hospital, London, 
records a clinical comparison of the new steroid dexa- 
methasone with its predecessors. In dexamethasone ‘ 
the hydroxyl group of the triamcinolone molecule has 
been replaced by a methyl group, which appears to have 
much enhanced its glucocorticoid effect. Dexametha- 
sone was compared with the steroid previously adminis- 
tered (prednisolone in all cases but 2) in 30 cases of 
rheumatoid arthritis, 1 mg. of dexamethasone replacing 
5 mg. of prednisolone. The new steroid was given for 
periods varying from 1 to 24 weeks. The 1:5 ratio is 
probably slightly in favour of dexamethasone, the true 
ratio being perhaps 1:6 or 1:7. Dexamethasone was 
considered superior if improvement occurred on chang- 
ing to it and deterioration on returning to the previous 
compound. Improvement was judged by the patient’s 
own assessment, strength of grip, and finger swelling 
as measured by jeweller’s rings. 

Little difference was apparent: of the 30 patients, 12 
preferred dexamethasone, 12 prednisolone, and 6 were 
indifferent. Dyspeptic symptoms were no less common 
with dexamethasone than with prednisolone. There 
would seem to be no obvious advantage in changing to 
dexamethasone in the treatment of rheumatoid arthritis, 
though some patients seemed to prefer it. The fact 
that much the same clinical effect was obtained with a 
smaller dose is, the authors point out, of little practical 
importance unless the cost is reduced in the same ratio. 
One patient with ankylosing spondylitis who had received 
prednisolone for 16 months improved and became symp- 
tom-free when a change to dexamethasone was made. 
However, in 3 cases of systemic lupus erythematosus, 2 
of scleroderma, one of ulcerative colitis, and one of status 
asthmaticus little or no difference was noted. 

Kenneth Stone 


708. Symptomatology Resulting from Withdrawal of 
Steroid Hormone Therapy 

T. A. Goon, J. W. BENTON, and V.C. Kettey. Arthritis 
and Rheumatism [Arthr. and Rheum.] 2, 299-321, Aug., 
1959. 8 figs., 26 refs. 


Writing from the University of Utah School of Medi- 
cine, Salt Lake City, the authors point out the several 
different patterns of symptoms which may result from the 
too sudden withdrawal of steroid therapy as seen in 
young patients in their Pediatric Department, 4 cases 
illustrating these different patterns being described in 
detail. The first was in a girl aged 4 with juvenile 
rheumatoid arthritis who had been treated initially with 
cortisone and antibiotics with good results. When fever 
and joint pain recurred after the withdrawal of cortisone 
she was given ACTH and cortisone with fair response. 
When these were discontinued, however, the patient 
showed a fluctuating temperature, with joint involvement 
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and adenopathy, and the dose of cortisone had to be 
pushed to 100 mg. daily if the recurrence of the fever 
was to be prevented. Her symptoms responded to 25 
units of ACTH injected four times daily. 

The second case was one of bullous exfoliative derma- 
titis (Stevens-Johnson syndrome) in a 3-year-old boy. 
The condition responded to intravenous injections of 
300 mg. of cortisone and 400 mg. of tetracycline daily at 
first. When this was reduced on the 4th day the symp- 
toms recurred and prednisolone, 12 mg. orally, was sub- 
stituted. The patient collapsed and died within 24 
hours of the change. The interesting finding post mor- 
tem was a massive haemorrhagic lesion in the left 
adrenal gland. The third case, illustrating the symptoms 
of pseudo-rheumatism and Addisonian-like crisis, 
occurred in a boy aged 6 with juvenile rheumatoid 
arthritis who had been receiving corticosteroid therapy 
for 4 years with only occasional flare-ups. Before ad- 
mission he had vomited and steroid therapy was with- 
drawn. In hospital he was restless, irritable, and any 
movement caused pain. The blood sodium and potas- 
sium levels were dangerously low and the electrocardio- 
gram was typical of electrolyte deficiency. He recovered 
after the intravenous administration of cortisone and 
electrolytes. The last case was one of juvenile rheuma- 
toid arthritis in a child aged 3 in whom an intravenous 
dose of 1 mg. hydrocortisone per lb. (2-2 mg. per kg.) 
body weight was followed after 12 hours by acute 
symptoms, which were relieved by oral prednisolone. 

In a special test 20 healthy adult volunteers were given 
hydrocortisone intravenously or prednisolone orally or 
intravenously and the blood steroid levels determined. 
In completing a questionary many of these subjects 
recorded “‘ rheumatic’ symptoms 4 to 72 hours after- 
wards. These were shown to occur when the plasma 
steroid levels were decreasing and were not dependent on 
the absolute steroid level. Discussing the origin of 
lesions in acute cases the authors compare the hae- 
morrhagic necrosis of the adrenal gland to that of the 
uterine mucosa during menstruation, and suggest that 
both represent endocrine withdrawal phenomena of the 
same nature. In the treatment of withdrawal symptoms 
they consider that the dosage of steroids should be 
increased and not diminished in such cases. 

William Hughes 


709. Treatment of Rheumatoid Arthritis by a Sana- 
torium Regime: the Black Notley Experiment 

R. M. Mason and W. G. WeENLEY. Annals of the 
Rheumatic Diseases {Ann. rheum. Dis.] 18, 91-99, 
June [received Sept.], 1959. 7 figs., 6 refs. 


A sanatorium regimen was tried in the treatment of 
chronic rheumatoid arthritis, 38 patients from the Lon- 
don Hospital being admitted to Black Notley Hospital, 
Essex, for a period of 4 months or more. The basis of 
treatment was rest in bed, in the open air as much as 
possible, with suitable splinting, but no physiotherapy 
was given except in the last few weeks of the stay in the 
sanatorium. Patients received analgesics and iron, but 
no steroid or specific drug therapy. All the patients 
were females (average age 52 years) and the average 
duration of arthritis was 9 years. There was consider- 


able or gross limitation of functional capacity, and the 
degree of activity of the arthritis was moderate. Com- 
pared with three series of patients treated respectively at 
the London Hospital, the Rheumatism Unit in Edin- 
burgh, and the Massachusetts General Hospital, Boston, 
the patients at Black Notley were most severely affected, 
Clinical assessment at the start and at the end of the 
sanatorium treatment showed a substantial improvement 
in functional capacity, particularly in patients with arth- 
ritis of short duration, but there was little change in the 
degree of activity of the disease. A second assessment 
one year later showed further improvement in function. 
It is suggested that more use might be made of sana- 
torium beds for the treatment of rheumatoid arthritis, 
and that if facilities for rehabilitation are available as 
well even more functional improvement might be ob- 
tained than in this trial. J. A. Cosh 


710. Pathogenesis of Rupture of Extensor Tendons at 
the Wrist in Rheumatoid Arthritis 

G. E. L. T. Peterson, L. Soxo.orr, and J. J, 
Bunim. Arthritis and Rheumatism [Arthr. and Rheum} 
2, 332-346, Aug., 1959. 7 figs., 18 refs. 


From the U.S. National Institute of Arthritis and 
Metabolic Diseases, Bethesda, Maryland, the authors 
describe 6 cases of rupture of the long extensors of the 
fingers at the wrist joint in patients with rheumatoid 
arthritis. The sex distribution was equal and the 
patients’ ages ranged from 29 to 60 years. Clinically, 
the rheumatoid involvement of the wrist which is always 
present in these cases leads to dorsal subluxation of the 
ulna, and the ulnar head can be palpated as a sub- 
cutaneous swelling in an abnormal position. Pronation 
and supination are limited and the patient is unable to 
extend the fingers. The extensor of the little finger is the 
first to rupture and this is followed by the extensors of 
the fourth, third, and second fingers. At operation the 
affected tendon sheaths when identified are found to 
show evidence of chronic tenosynovitis, with synovial 
thickening and “rice bodies’. The articular disk 
may be impossible to identify because of the extensive 
pannus in the joint area. Eburnation of the articular 
surfaces not affected by pannus may be observed. Histo- 
logical examination of the affected tendon revealed 
cellular infiltration and spicules of bone often encased 
in granulomata. 

The authors note that the lesions show no constant 
relation to right- or left-handedness. They consider that 
the basic pathological process is involvement of the 
articular disk, which eventually leads to subluxation of 
the ulna. The inflammatory process then infiltrates the 
adjacent tendon sheaths. Compression of the tendons 
is caused by tension of the carpal ligament overlying 
the ulna in its displaced position, so that the tendons are 
rubbed against the jagged bone and thus acquire the 
bony spicules which were noted histologically. In treat- 
ment the tendons are repaired and the head of the 
ulna amputated to prevent further abrasion. A graft 
of palmaris tendon can be used to bridge the gap if the 
ends are too far apart. The wrist is enclosed in plaster 
for 2 to 3 weeks after operation. William Hughes 
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he 7:1. Analysis of Cerebral Responses to Flicker in 
nt P tients Complaining of Episodic Headache 
F L. and A. L. Winter. Electroencephalo- 
he gi why and Clinical Neurophysiology [Electroenceph. 
“nt cin. Neurophysiol.] 11, 539-549, Aug., 1959. 6 figs., 
on. 8 efs. 
hae The authors, working at the Burden Neurological 
Lis, Ir stitute, Bristol, had observed that a large proportion of 
as st 9jects who responded to high-frequency photic stimu- 
ob- laion by producing a fundamental and harmonic 
“ ollowing”’ response in the electroencephalogram 
(E 2G) were those complaining of headache. They 
at th refore studied the responses to a standard technique 
of photic stimulation of 50 control subjects who made no 
J cc nplaint of headache and of 115 patients who suffered 
ae fr. m severe episodic headaches, which were often associ- 
at.d with nausea or vomiting, visual disturbances, or 
pa aesthesiae in the limbs. A continuous frequency 
and an lysis of the EEG recordings was obtained with the 
1018 W. lter Mark II frequency analyser. It was found that 
the of the 50 controls, 42 showed either no response or a 
toid fu. damental following response to flash frequencies of 
the be ween 6 and 14 per second. The range of frequencies 
ally, Hf ovr which a following response was obtained in the 
Nays pa.ients with headache was considerably greater, extend- 
" the ing always to 18 c.p.s. and occasionally to 30 c.p.s. 
sub- Th is two principal types of frequency-response curve 
tion we e obtained, namely, the ‘* N ” type in control subjects, 
le to. wisn a peak response in the alpha band declining rapidly 
sthe # wii frequencies greater than 14 per second, and the 
rs of “ i”? type in the patients with headache, a flat-topped 
1 the curve showing a response which was maintained up to or 
d to abc ve 20 flashes per second. Statistical analysis revealed 
ovial tha: the odds against the association between the ““ H ” 
disk type of frequency response and a clinical complaint of 
nsive headache being fortuitous were greater than a million 
culat # to one. John N. Walton 
listo- 
— 712. Re-operation for Sciatica. (Les réinterventions 
pour sciatique) 
steak A. Sicarp and Y. GERARD. Journal de chirurgie [J. 
r that Chir. (Paris)] 78, 113-131, Aug.—Sept., 1959. 
f the The authors describe the circumstances in which a 
on of surgeon may be compelled to perform further operations 
es the on the spine of a patient who has already had one or more 
ndons operations for prolapsed intervertebral disk. These 
rlying second (or even third) operations are always difficult 
ns are /™ 4nd require considerable skill not only in performance 
re the but in the selection of cases. Among the reasons for 
treat- J 'e-operation are (1) failure of the original operation to 
»f the —§ benefit the patient; (2) true relapse (defined as recurrence 
graft § of sciatica at the same level after a period of freedom 
if the @§ following the first operation); or (3) subsequent develop- 
plaster HH Ment of sciatica at another segmental level or on the 
ghes opposite side. Myelography should be performed in all 
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cases before deciding to operate. Definite radiological 
evidence of a localized protrusion strongly indicates 
operation, but a negative myelogram counsels caution. 

In reviewing their own experience at the H6pital 
Beaujon, Paris, of 87 re-operations (59 patients formerly 
treated by one of the authors and 28 initially operated 
on elsewhere) the authors conclude that these further 
explorations are negative in the majority of cases, apart 
from those in which a herniated intervertebral disk had 
been missed or incompletely removed on the previous 
occasion. Those patients do best in whom a new hernia- 
tion is found and removed, but section of nerve roots 
sometimes brings benefit in cases in which the second 
exploration gives negative results. Early re-intervention 
produces better results (100°% of 16 cases cured) than 
later re-operation (569% cured, 26°% improved, and 
18 failures in 66 cases). A third operation was rarely of 


benefit. J. B. Stanton 
BRAIN AND MENINGES 
713. Encephalopathies of Anoxia and Hypoglycemia 


J. C. RICHARDSON, R. A. CHAMBERS, and P. M. Hey- 
woop. A.M.A. Archives of Neurology [A.M.A. Arch. 
Neurol.| 1, 178-190, Aug., 1959. 11 figs., 24 refs. 


The clinical and pathological findings in 85 cases of 
carbon monoxide poisoning (16 fatal), 9 cases of cardiac 
or respiratory arrest during anaesthesia (8 fatal), and 16 
cases of prolonged hypoglycaemia (11 fatal) are described 
in this paper from Toronto General Hospital. All the 
patients who died after admission to hospital showed 
profound disorders of consciousness with signs of 
** decortication, decerebration, or complete unreactivity ”’. 
The clinical sequence of recovery in those patients who 
survived without relapse, although of variable rate, was 
similar in all cases and could be arrested at any stage. 
An early deep coma gave way to a decerebrate state of 
stupor and delirium and then a decorticate state with 
confusion and automatism before recovery of the highest 
cerebral functions occurred. Superimposed upon this 
general pattern of recovery were an immense variety of 
focal symptoms, psychotic reactions, spatial disorienta- 
tion, and motor disorders such as hemiparesis, athetosis, 
or Parkinsonism. Often agnosia, constructional apraxia, 
or dysphasia was present. In cases of hypoglycaemia 
and of carbon monoxide poisoning a fatal relapse was 
not uncommon a few days after apparent recovery and 
without further hypoglycaemia or anoxia. In other 
cases recovery advanced only up to a point, and there 
was clinical evidence of permanent and severe residual 
brain damage. The commonest pathological changes 
in all the fatal cases were congestion, oedema, and 
scattered petechial haemorrhages in the brain, with 
sometimes neuronal changes in the thalamus, globus 
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tinuous intravenous drip to those under the age of 12, 
and of 24 million units to older patients. If the patient 
did well 600,000 units of procaine penicillin was given 
6-hourly on the 5th day, and on the 6th day intravenous 
treatment was stopped. In Group 2 intramuscular 
streptomycin was given in an initial dosage of up to 3 g. 
daily in adults, reduced to 2 g. after 5 days and to 1 g. 
after 10 days if then still thought necessary; streptomy- 
cin was always stopped on the 15th day. In the later 
half of the study steroids were given to alternate patients 
in both groups in the form of intravenous hydrocortisone 
(250 mg. in 24 hours for adults) for a maximum of 5 
days; on the 6th and 7th days corticotrophin (ACTH) 
was given in a dose of 100 mg. over 24 hours. In addi- 
tion some patients needed tracheotomy, parenteral 
feeding, blood transfusion, and treatment for shock. 

The addition of streptomycin did not appear to increase 
the effectiveness of penicillin. It is thought that rapidity 
of the antibacterial effect is the most important aspect of 
treatment in these cases. Neither sulphonamide nor 
any form of intrathecal therapy was given. There was 
no clear evidence that steroids were of any value. 

[The total period for collecting this large series of 
cases is not stated. In the past it was usual to find 
frequent relapse of pneumococcal meningitis, but since 
no case of relapse is mentioned in this paper it must be 
assumed that it was not seen.] Hugh Garland 


720. Electrocorticographic Changes in Temporal Lobe 
Epilepsy at Rest and during Induced Sleep 

P. Rovetra. Electroencephalography and_ Clinical 
Neurophysiology |Electroenceph. clin. Neurophysiol.] 11, 
521-538, Aug., 1959. 11 figs., 49 refs. 


The author, working at the Ospedale Maggiore, 
Bologna, Italy, describes electrocorticographic changes 
observed in 18 cases of temporal-lobe epilepsy. Silver or 
platinum electrodes were applied to the surface of the 
exposed temporal lobe and were left in situ for 24 to 48 
hours so that continuous recordings could be made. 
Six were laid in linear fashion along the hippocampal 
gyrus, 4 were placed on the tip of the temporal lobe, 2 
to 4 were arranged above and below the Sylvian fissure, 
and usually 2 more were applied to the lateral aspect of 
the temporal pole. Recordings were then made with the 
patient awake, under light or medium-deep barbiturate 
sleep, and during surgical anaesthesia. 

At rest, maximum seizure activity was recorded in the 
majority of cases (89%) from the hippocampal gyrus, 
particularly anteriorly. Paroxysmal discharges were 
occasionally recorded from other parts of the temporal 
lobe, but this activity was on the whole much less marked 
than that from the hippocampus. During the develop- 
ment of barbiturate-induced sleep there was at first some 
suppression of the convulsive activity, but this was fol- 
lowed by an increase in spike discharges. Whereas in 
the resting state spikes recorded from the hippocampus 
and from other parts of the temporal lobe were asyn- 
chronous, during sleep the spikes which appeared to 
arise in the hippocampal area were often transmitted 
throughout the temporal lobe and now occurred syn- 
chronously. The author concludes that this activation 
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of epileptic activity from the temporal lobe which occurs 
during sleep is due to cyclical variations in the excitability 
of cortical and subcortical neurones. This cyclical 
activity is normally suppressed when the subject is awake. 
John N. Walton 


721. Chronic Viral Encephalitis as a Pathogenic Factor 
in Epilepsy. [Review Article] 

M. J. AGuILAR. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 238, 354-362, Sept., 1959. 
Bibliography. 


722. Investigations into the Psychology of Parkinson- 
ism. (Untersuchungen zur Psychologie des Parkinsonis- 
mus) 

K. BILLENKAMP. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.] 198, 673-686, 
1959. 12 refs. 


At Bernburg Psychiatric and Neurological Hospital, 
Germany, psychological investigations were carried out 
on 129 patients with Parkinson’s disease and 123 with 
post-encephalitic Parkinsonism, the findings in the two 
groups being compared. 

To assess the “ cortical functions ” tests of appercep- 
tion, comprehension, and immediate and long-term 
memory were given and reading ability was tested with 
the tachistoscope. All these functions were found to be 
depressed in both groups. (The possibility that the low 
test scores may have been due to a reduction in speed of 
performance is discussed and dismissed.) 

Of the endothymic functions, the basic mood, emotional 
responsiveness, drive and initiative, and social adapta- 
bility were investigated. It was found that a high 
proportion (about 50%) of the patients in both groups 
were depressed, whereas euphoria was present in only 
15 cases (5-9% of the total), 12 of which were in the 
post-encephalitic group. Normal affective states 
occurred more frequently amongst the patients with 
Parkinson’s disease. Emotional responsiveness was 
equally impaired in the two groups, inner emptiness and 
apathy being present in 49-29% of the total. Abnormal 
affective control, manifested in such forms as anxiety, 
attacks or emotional incontinence, was equally frequent 
in the two groups (38-7% of the total). There seemed 
also to be an impairment of drive and initiative in 51-6°/ 
of all patients, while 84-19% lacked spontaneity in their 
affairs, acting only on stimulation by others. Social 
adaptability was reduced in the series as a whole and 
particularly in the post-encephalitic group. 

The disturbances in the endothymic functions are 
explained in terms of a psychogenic reaction to the effects 
which the disorder of movement has on the total existence 
of the patient. A similar explanation for the deteriora- 
tion of intellect and memory is probable, though more 
difficult to arrive at. J. Hoenig 


723. The Management of Parkinson’s Disease. [Review 
Article] 

A. C. ENGLAND Jr. and R.S.Scuwas. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.] 104, 
439-468, Sept., 1959. 3 figs., bibliography. 
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724. Psychiatric Orientation and Its Relation to Diag- 
nosis and Treatment in a Mental Hospital 

P. PASAMANICK, S. Dinitz, and M. Lerron. American 
Journal of Psychiatry [Amer. J. Psychiat.] 116, 127-132, 
Aug., 1959. 5 refs. 


This investigation of the diagnostic predilections of 
¢ fferent psychiatrists in dealing with comparable groups 
c patients was carried out in the three female wards of 
t»e Columbus Psychiatric Institute and Hospital (Ohio 
S ate University). The administration of each ward was 
aitonomous and the staffing ample, consisting in each 
vard of a chief psychiatrist, 3 to 4 psychiatric residents, 
a clinical psychologist, 3 or 4 registered nurses, a social 
worker, and an occupational therapist. An analysis 
vas made of the diagnoses allotted to the 538 first ad- 
n issions to these wards in the course of the two years 
1/56 and 1957. 

The allocation of patients to different wards was 
|. rgely random and depended mainly on available bed 
space. The distribution of patients in the three wards 
vas therefore found to be comparable in respect of type 
0° admission (voluntary or non-voluntary), race, occu- 
p.ition, religion, marital status, educational background, 
rsidence (urban or rural), and age. The distribution 
o. diagnoses, however, differed significantly from ward 
to ward. Thus the proportion of patients diagnosed as 
s.ffering from schizophrenia varied from 23 to 36%, of 
those diagnosed as suffering from psychoneurosis from 
30 to 45%, and of those diagnosed as suffering from 
character disorder from 12 to 22°%. The diagnosis of 
organic disorder was more constant, the proportions 
varying only between 7 and 10°% in the three wards. 
In one ward there had been 3 different psychiatric 
ac ministrators in the course of the 2 years. One of them 
had a predilection for diagnosis of schizophrenia, put- 
ting two-thirds of his patients into this category and only 
15°% under the combined heading of psychoneurosis and 
character disorder. The other 2 administrators diag- 
nosed schizophrenia in only 22 and 29°% of their patients 
respectively, whereas they diagnosed psychoneurosis or 
character disorder in 47 and 56°% respectively. 

The making of a diagnosis is not a mere academic 
exercise, since the care and treatment of the patient is 
related to it. Thus those patients who were called 
schizophrenics stayed in hospital the longest and those 
who were regarded as suffering from character disorders 
the shortest time. Electric convulsion therapy was most 
frequently given to those who were thought to be suffer- 
ing from an affective disorder and never to those in whom 
an organic illness or character disorder was suspected. 
Chlorpromazine was most frequently prescribed when 
the diagnosis was schizophrenia. Psychotherapy was 
given to 5-4% of those patients diagnosed as suffering 
from character disorders and to only 1-7% of those with 
a diagnosis of affective disorder. 
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The impression was gained that both diagnosis and 
treatment were largely predetermined by the particular 
school of thought to which the clinician happened to 
belong, each psychiatrist perceiving and emphasizing 
mainly those characteristics which fitted in with his 
theoretical preoccupations. Analytically orientated 
psychiatrists seemed to avoid the diagnosis of schizo- 
phrenia more than psychiatrists belonging to other 
theoretical schools. F. K. Taylor 


725. Community Needs for Elderly Psychiatric Patients 
C. CoLwe.t and F. Post. British Medical Journal (Brit. 
med. J.) 2, 214-217, Aug. 22, 1959. 5 refs. 


It is usually accepted that hospital costs could be 
reduced by cutting down the number of beds occupied 
by the elderly. At Bethlem Royal and Maudsley Hos- 
pitals, London, the problem of treating elderly psychia- 
tric patients within the community rather than in hos- 
pital was studied, particularly the range of community 
services needed and the cost in terms of man-power, 
buildings, and transport. A total of 131 discharged 
patients mostly aged over 70 were followed up for 2 
years. It was possible to assess the amount of treatment 
the patients had received since leaving hospital and to 
estimate how many had needed community help, such 
as the “‘ meals on wheels” service, laundry collection, 
home-help services, and visits from social workers and 
voluntary bodies. The diagnoses in 125 of these cases 
(information in 6 cases being inadequate) and details of 
the clinical state of the patients during the 2 years follow- 
ing discharge, the treatment given throughout those 2 
years, and the number of months during which they 
needed community help—that is, when they were ill 
but not receiving treatment—are given in a series of 
four tables. 

The findings emphasize that psychiatric illness in old 
age tends to become chronic. The patients were in need 
of constant support and contact with the outside world 
although some resisted all attempts at socialization. 
The amount of help the patients received from the family 
doctor could not be assessed. One-third of the patients 
would have benefited by action from the community 
and some of the disabled clearly needed help over the 
whole period. Only 15% remained completely well 
during the 2 years and 71°% received further psychiatric 
treatment. 

It has been shown by others that the prognosis in 
established dementing disorders is poor unless treatment 
is instituted very early. In the present series of cases 
there had been a long interval between the appearance of 
organic mental symptoms and the time of admission. 
The authors emphasize the need for early diagnosis of 
senile mental decline, measures to prevent further 
deterioration being instituted as soon as the diagnosis is 
established. As little is known of the therapeutic 
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tinuous intravenous drip to those under the age of 12, 
and of 24 million units to older patients. If the patient 
did well 600,000 units of procaine penicillin was given 
6-hourly on the Sth day, and on the 6th day intravenous 
treatment was stopped. In Group 2 intramuscular 
streptomycin was given in an initial dosage of up to 3 g. 
daily in adults, reduced to 2 g. after 5 days and to 1 g. 
after 10 days if then still thought necessary; streptomy- 
cin was always stopped on the 15th day. In the later 
half of the study steroids were given to alternate patients 
in both groups in the form of intravenous hydrocortisone 
(250 mg. in 24 hours for adults) for a maximum of 5 
days; on the 6th and 7th days corticotrophin (ACTH) 
was given in a dose of 100 mg. over 24 hours. In addi- 
tion some patients needed tracheotomy, parenteral 
feeding, blood transfusion, and treatment for shock. 

The addition of streptomycin did not appear to increase 
the effectiveness of penicillin. It is thought that rapidity 
of the antibacterial effect is the most important aspect of 
treatment in these cases. Neither sulphonamide nor 
any form of intrathecal therapy was given. There was 
no clear evidence that steroids were of any value. 

[The total period for collecting this large series of 
cases is not stated. In the past it was usual to find 
frequent relapse of pneumococcal meningitis, but since 
no case of relapse is mentioned in this paper it must be 
assumed that it was not seen.] Hugh Garland 


720. Electrocorticographic Changes in Temporal Lobe 
Epilepsy at Rest and during Induced Sleep 

P. Rovetra. Electroencephalography and _ Clinical 
Neurophysiology (Electroenceph. clin. Neurophysiol.] 11, 
521-538, Aug., 1959. 11 figs., 49 refs. 


The author, working at the Ospedale Maggiore, 
Bologna, Italy, describes electrocorticographic changes 
observed in 18 cases of temporal-lobe epilepsy. Silver or 
platinum electrodes were applied to the surface of the 
exposed temporal lobe and were left in situ for 24 to 48 
hours so that continuous recordings could be made. 
Six were laid in linear fashion along the hippocampal 
gyrus, 4 were placed on the tip of the temporal lobe, 2 
to 4 were arranged above and below the Sylvian fissure, 
and usually 2 more were applied to the lateral aspect of 
the temporal pole. Recordings were then made with the 
patient awake, under light or medium-deep barbiturate 
sleep, and during surgical anaesthesia. 

At rest, maximum seizure activity was recorded in the 
majority of cases (89%) from the hippocampal gyrus, 
particularly anteriorly. Paroxysmal discharges were 
occasionally recorded from other parts of the temporal 
lobe, but this activity was on the whole much less marked 
than that from the hippocampus. During the develop- 
ment of barbiturate-induced sleep there was at first some 
suppression of the convulsive activity, but this was fol- 
lowed by an increase in spike discharges. Whereas in 
the resting state spikes recorded from the hippocampus 
and from other parts of the temporal lobe were asyn- 
chronous, during sleep the spikes which appeared to 
arise in the hippocampal area were often transmitted 
throughout the temporal lobe and now occurred syn- 
chronously. The author concludes that this activation 
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of epileptic activity from the temporal lobe which occurs 
during sleep is due to cyclical variations in the excitability 
of cortical and subcortical neurones. This cyclical 
activity is normally suppressed when the subject is awake, 
John N. Walton 


721. Chronic Viral Encephalitis as a Pathogenic Factor 
in Epilepsy. [Review Article] 

M. J. AGUILAR. American Journal of the Medical 
Sciences [Amer. J. med. Sci.) 238, 354-362, Sept., 1959. 
Bibliography. 


722. Investigations into the Psychology of Parkinsoe- 
ism. (Untersuchungen zur Psychologie des Parkinsonis- 
mus) 

K. BILLENKAMP. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.] 198, 673-686, 
1959. 12 refs. 


At Bernburg Psychiatric and Neurological Hospital, 
Germany, psychological investigations were carried out 
on 129 patients with Parkinson’s disease and 123 with 
post-encephalitic Parkinsonism, the findings in the two 
groups being compared. 

To assess the “ cortical functions ”’ tests of appercep- 
tion, comprehension, and immediate and long-term 
memory were given and reading ability was tested with 
the tachistoscope. All these functions were found to be 
depressed in both groups. (The possibility that the low 
test scores may have been due to a reduction in speed of 
performance is discussed and dismissed.) 

Of the endothymic functions, the basic mood, emotional 
responsiveness, drive and initiative, and social adapta- 
bility were investigated. It was found that a high 
proportion (about 50%) of the patients in both groups 
were depressed, whereas euphoria was present in only 
15 cases (5-9% of the total), 12 of which were in the 
post-encephalitic group. Normal affective states 
occurred more frequently amongst the patients with 
Parkinson’s disease. Emotional responsiveness was 
equally impaired in the two groups, inner emptiness and 
apathy being present in 49-2°% of the total. Abnormal 
affective control, manifested in such forms as anxiety 
attacks or emotional incontinence, was equally frequent 
in the two groups (38-79% of the total). There seemed 
also to be an impairment of drive and initiative in 51-6°% 
of all patients, while 84-19% lacked spontaneity in their 
affairs, acting only on stimulation by others. Social 
adaptability was reduced in the series as a whole and 
particularly in the post-encephalitic group. 

The disturbances in the endothymic functions are 
explained in terms of a psychogenic reaction to the effects 
which the disorder of movement has on the total existence 
of the patient. A similar explanation for the deteriora- 
tion of intellect and memory is probable, though more 
difficult to arrive at. J. Hoenig 


723. The Management of Parkinson’s Disease. [Review 
Article] 

A. C. ENGLAND Jr. and R.S.ScHwas. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.] 104, 
439-468, Sept., 1959. 3 figs., bibliography. 
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724. Psychiatric Orientation and Its Relation to Diag- 
nosis and Treatment in a Mental Hospital 

B. PASAMANICK, S. Dinirz, and M. LeFron. American 
Journal of Psychiatry [Amer. J. Psychiat.] 116, 127-132, 
Aug., 1959. 5 refs. 


This investigation of the diagnostic predilections of 
different psychiatrists in dealing with comparable groups 
of patients was carried out in the three female wards of 
the Columbus Psychiatric Institute and Hospital (Ohio 
State University). The administration of each ward was 
autonomous and the staffing ample, consisting in each 
ward of a chief psychiatrist, 3 to 4 psychiatric residents, 
a clinical psychologist, 3 or 4 registered nurses, a social 
worker, and an occupational therapist. An analysis 
was made of the diagnoses allotted to the 538 first ad- 
missions to these wards in the course of the two years 
1956 and 1957. 

The allocation of patients to different wards was 
largely random and depended mainly on available bed 
space. The distribution of patients in the three wards 
was therefore found to be comparable in respect of type 
of admission (voluntary or non-voluntary), race, occu- 
pation, religion, marital status, educational background, 
residence (urban or rural), and age. The distribution 
of diagnoses, however, differed significantly from ward 
to ward. Thus the proportion of patients diagnosed as 
suffering from schizophrenia varied from 23 to 36%, of 
those diagnosed as suffering from psychoneurosis from 
30 to 45°%%, and of those diagnosed as suffering from 
character disorder from 12 to 22%. The diagnosis of 
organic disorder was more constant, the proportions 
varying only between 7 and 10% in the three wards. 
In one ward there had been 3 different psychiatric 
administrators in the course of the 2 years. One of them 
had a predilection for diagnosis of schizophrenia, put- 
ting two-thirds of his patients into this category and only 
15°%% under the combined heading of psychoneurosis and 
character disorder. The other 2 administrators diag- 
nosed schizophrenia in only 22 and 29% of their patients 
respectively, whereas they diagnosed psychoneurosis or 
character disorder in 47 and 56°% respectively. 

The making of a diagnosis is not a mere academic 
exercise, since the care and treatment of the patient is 
related to it. Thus those patients who were called 
schizophrenics stayed in hospital the longest and those 
who were regarded as suffering from character disorders 
the shortest time. Electric convulsion therapy was most 
frequently given to those who were thought to be suffer- 
ing from an affective disorder and never to those in whom 
an organic illness or character disorder was suspected. 
Chlorpromazine was most frequently prescribed when 
the diagnosis was schizophrenia. Psychotherapy was 
given to 5-4°%% of those patients diagnosed as suffering 
from character disorders and to only 1-7°% of those with 
a diagnosis of affective disorder. 
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The impression was gained that both diagnosis and 
treatment were largely predetermined by the particular 
school of thought to which the clinician happened to 
belong, each psychiatrist perceiving and emphasizing 
mainly those characteristics which fitted in with his 
theoretical preoccupations. Analytically orientated 
psychiatrists seemed to avoid the diagnosis of schizo- 
phrenia more than psychiatrists belonging to other 
theoretical schools. F. K. Taylor 


725. Community Needs for Elderly Psychiatric Patients 
C. CoLwELt and F. Post. British Medical Journal (Brit. 
med. J.] 2, 214-217, Aug. 22, 1959. 5 refs. 


It is usually accepted that hospital costs could be 
reduced by cutting down the number of beds occupied 
by the elderly. At Bethlem Royal and Maudsley Hos- 
pitals, London, the problem of treating elderly psychia- 
tric patients within the community rather than in hos- 
pital was studied, particularly the range of community 
services needed and the cost in terms of man-power, 
buildings, and transport. A total of 131 discharged 
patients mostly aged over 70 were followed up for 2 
years. It was possible to assess the amount of treatment 
the patients had received since leaving hospital and to 
estimate how many had needed community help, such 
as the “‘ meals on wheels” service, laundry collection, 
home-help services, and visits from social workers and 
voluntary bodies. The diagnoses in 125 of these cases 
(information in 6 cases being inadequate) and details of 
the clinical state of the patients during the 2 years follow- 
ing discharge, the treatment given throughout those 2 
years, and the number of months during which they 
needed community help—that is, when they were ill 
but not receiving treatment—are given in a series of 
four tables. 

The findings emphasize that psychiatric illness in old 
age tends to become chronic. The patients were in need 
of constant support and contact with the outside world 
although some resisted all attempts at socialization. 
The amount of help the patients received from the family 
doctor could not be assessed. One-third of the patients 
would have benefited by action from the community 
and some of the disabled clearly needed help over the 
whole period. Only 15% remained completely well 
during the 2 years and 71°% received further psychiatric 
treatment. 

It has been shown by others that the prognosis in 
established dementing disorders is poor unless treatment 
is instituted very early. In the present series of cases 
there had been a long interval between the appearance of 
organic mental symptoms and the time of admission. 
The authors emphasize the need for early diagnosis of 
senile mental decline, measures to prevent further 
deterioration being instituted as soon as the diagnosis is 
established. As little is known of the therapeutic 
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efficacy of community care for psychiatric patients it is 
suggested that any future community programmes for 
the elderly should be introduced gradually to allow con- 
trolled scientific assessments of their value. 

M. R. Medhurst 


726. General Medical Aspects of Confusional States 
in Elderly People 

P. D. Beprorp. British Medical Journal (Brit. med. J.] 
2, 185-188, Aug. 15, 1959. 18 refs. 


Mental confusion and dementia are two distinct clinical 
entities, although they may co-exist. Similarly, normal 
mental decrescence in old age is not synonymous with 
senile dementia, although it is sometimes hard to draw 
a sharp distinction. If an aged individual adequately 
fits into his customary surroundings he is usually con- 
sidered to be “‘ normal”. Many individuals who show 
some degree of dementia are acceptable in their family 
circle, but confusion accompanied by nocturnal restless- 
ness and incontinence destroys the equilibrium. Con- 
fusional states, however, are very often transitory and 
reversible; in the present author’s view patients with so- 
called senile mental change should not be admitted to a 
mental hospital until their condition has been accurately 
assessed in a general hospital or active geriatric unit. 
During a recent 8-year period no fewer than 4,000 out of 
5,000 patients aged 65 or over admitted to the Geriatric 
Unit, Cowley Road Hospital, Oxford, were mentally 
confused. Senile confusion is not a diagnosis but a 
non-specific symptom of illness. Cerebral circulation 
is easily impaired in old age and the brain is therefore 
more vulnerable to anoxia; to this may be added failing 
faculties and adverse psychological circumstances. 

In all but 18°% of the author’s series mental confusion 
lasted for less than one month and for more than 6 
months in less than 6%. The prognosis in confusional 
states is that of the causal condition, although recovery 
may be much delayed, since all readjustment is slow in 
old age. A good outcome depends upon vigilance, 
enthusiasm, and energetic treatment; none of the ad- 
vances in medicine should be denied to the aged on 
grounds of age alone. J. N. Agate 


727. Psychosis and Addiction to Phenmetrazine (Pre- 
ludin) 

J. Evans. Lancet [Lancet] 2, 152-155, Aug. 22, 1959. 
10 refs. 


Phenmetrazine (“‘preludin’’) has been used in the treat- 
ment of obesity, asthma, and Parkinson’s disease, and 
as a euphoriant. The author of this paper from 
Maudsley Hospital, London, describes 16 cases of addic- 
tion to this drug which were seen over a 6-month period. 
In 12 cases the addiction caused a psychotic illness, the 
symptoms in 7 of the 12 being indistinguishable from 
those of amphetamine, bromide, or alcohol psychoses. 
These 7 patients had delusions of a paranoid, nihilistic, 
and depressive type with hallucinations and disturbance 
of affect. They resembled other drug addicts in their 
employment history, family life, and personality [but the 
histories given seem to be mixed up with those of the 4 
non-psychotic patients]. The symptoms in the other 5 
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patients were different; 2 were more elated and one of 
these and one other had the over-inclusiveness, bizarre 
associations, and vagueness of a definite schizophrenic 
thought disorder. Such symptoms were noticed in those 
whose recovery was delayed. 

The quantity of phenmetrazine taken was high; 2 
patients had taken up to 60 tablets in a day and 4 others 
40; only one had taken as few as 4a day. The majority 
of the patients took more than 10 a day for a number of 
weeks. The hallucinations were auditory in 10 cases, 
visual and auditory in 4, and olfactory in one; there 
were no hallucinations in one case. Recovery followed 
withdrawal of the drug, the only withdrawal symptom 
noted being mild fatigue in a few cases. 

The ages of all except one patient (a woman of 51) 
ranged from 19 to 33 years, and 11 of the 16, including 
10 of the psychotics, were females. K. W. Todd 


SCHIZOPHRENIA 


728. Blood and Urinary Serotonin and 5-Hydroxyindole 
Acetic Acid Levels in Schizophrenic Patients and Normal 
Subjects 

A. FELDSTEIN, H. HOAGLAND, and H. FREEMAN. Journal 
of Nervous and Mental Disease [J. nerv. ment. Dis.] 129, 
62-68, July [received Sept.], 1959. 18 refs. 


This report from the Worcester Foundation for 
Experimental Biology and Worcester State Hospital, 
Massachusetts, gives the results of a study of blood and 
urinary serotonin and 5-hydroxyindoleacetic acid (5- 
HIAA) levels in 17 normal subjects, 22 chronic schizo- 
phrenics, and 15 acute psychotics. The estimations 
were made by the Undenfriend fluorometric method. 
In the normal subjects the mean concentration of sero- 
tonin in the blood was 0-19-+0-08 yg. per ml., and in the 
schizophrenics 0-17-.0-06 jg. per ml.; there is no signifi- 
cant difference between these means. In the acute 
psychotics on the other hand the mean level was 0-12+ 
0-07 xg. per ml., the difference between this level and that 
of the normal group being statistically significant at the 
0-02 level of confidence. The mean values for the 
urinary output of 5-HIAA, which is a metabolite of 
serotonin, did not differ significantly in the three groups, 
though a number of individuals with abnormally high 
5-HIAA excretion rates were noted in both the chronic 
schizophrenic and acute psychotic groups. 

The authors review the contradictory results that have 
been reported by other workers and suggest that one 
reason for the conflicting findings is the high degree of 
variability in output of 5-HIAA in any individual from 
hour to hour and day to day. They conclude that the 
considerable overlap between different groups in respect 
of blood serotonin values and urinary 5-HIAA output 
which is reported by all investigators suggests that 
serotonin is not causally related to schizophrenia. They 
do, however, mention the possibility that the blood level 
may not reflect the concentration of serotonin in the 
brain, and that estimations of the serotonin content of 
the brain at necropsy would therefore be of great interest. 

D. J. West 
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729. Some Factors Associated with Concordance and 
Discordance with Respect to Schizophrenia in Monozygotic 
Twins 


D. ROSENTHAL. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 129, 1-10, July [received Sept.], 
1959. 21 refs. . 


This work from the National Institute of Mental 
Health, Bethesda, Maryland, sets out to investigate the 
hypothesis of genetical heterogenicity in the schizo- 
phrenias. The study is based on a further analysis of the 
series of 37 pairs of monozygotic twins, in which either 
one or both members were schizophrenic, which was 
reported by Slater in 1953 (Psychotic and Neurotic 
Illnesses in Twins, London). 

For purposes of comparison the present author separ- 
ates the concordant and discordant pairs in the series 
on the assumption that the latter group will contain a 
smaller proportion of genetic cases and will therefore 
show significant differences in clinical course and family 
history. He points out that 13 out of 22 concordant 
pairs had a positive family history of probable schizo- 
phrenic illness compared with only one out of 13 dis- 
cordant pairs. Application of the Phillips Premorbidity 
Rating for males to the 11 pairs of male twins in the 
sample shows a significant difference in favour of the 
discordant twins having better pre-morbid socio-sexual 
histories (t=2-5, P<0-05). Furthermore, there was a 
tendency among the males for the concordant twins to 
be admitted to hospital earlier in life than the discordant, 
though this did not hold true among the 26 pairs of female 
twins. 

The author concludes that this method is successful in 
differentiating two broad biological types of schizo- 
phrenia, in one of which the genetic contribution is 
absent or minimal, while in the other it is probably 
considerable. D. J. West 


730. Homosexual Panic: Clinical and Theoretical Con- 

siderations 

B. S. Guicx. Journal of Nervous and Mental Disease 

- nerv. ment. Dis.] 129, 20-28, July [received Sept.], 1959. 
refs. 


The meaning of Kempf’s concept of “‘ acute homo- 
sexual panic ”’, first introduced in 1920, is here discussed 
on the basis of Kempf’s own arguments and illustrative 
cases. The author considers the panic state in question 
to be a true psychotic reaction, a terror that reaches such 
massive proportions that the individual loses all control 
of his behaviour and becomes incapable of logical 
thought or action. Such psychotic panics can occur 
in normal persons when faced with extremely threatening 
circumstances, but if the panic has no basis in reality, 
then it is an acute paranoid psychosis. He would not 
classify any anxiety states as homosexual panics, since 
they differ both qualitatively and quantitatively from 
Psychotic reactions, even though they may be provoked 
by similar homosexual conflicts. 

The feature that distinguishes homosexual panic from 
other types of acute paranoid schizophrenic reaction is 
that the delusions are either overtly or symbolically 
homosexual. Cases are quoted of fears of buggery or 


fellatio thinly disguised as sensations of “‘ enemas ” and 
** sticky substance put in the mouth’. Some psychia- 
trists would interpret delusions of aggressive persecution 
of an apparently non-sexual kind as having a homo- 
sexual basis, but the author suggests the distinction of 
such cases by the term “‘ acute aggression panic”’. The 
theory is advanced that the panic reaction is a response 
to unconscious desires for sexual submission which tend 
to be associated with frightening unconscious fantasies 
of castration and the like. Overt homosexual behaviour 
may exist on a different psychical plane and may be 
dissociated from these unconscious fears. This would 
explain why overt homosexuality sometimes fails to pro- 
tect an individual from developing acute homosexual 
i D. J. West 


TREATMENT 


A. SAINZ. Psychiatric Quarterly [Psychiat. Quart.) 33, 
305-311, April [received Oct.], 1959. 2 refs. 


The suggestion that depressed patients may become 
hyperdynamic after being treated with a combination of 
diethazine and chlorpromazine is investigated in this 
paper from Marcy State Hospital, Marcy, New York. 
Only two diagnostic types of depression were accepted 
for inclusion in the study: (1) overt depression, com- 
prising sadness and appropriate behaviour, decreased 
mental production, preoccupation with self, and altered 
psychomotor activity; and (2) “larval”? depression, in 
which these nuclear features are masked by “‘ sympto- 
matic equivalents”’. Antidepressant agents were with- 
held during the first 3 weeks in hospital, any improve- 
ment occurring during this period being regarded as 
** spontaneous ” and such patients being therefore ex- 
cluded from the trial. A satisfactory therapeutic agent 
was defined as one producing measurable improvement 
within a week and a sustained 75°% improvement in the 
next 2 weeks—that is, the criteria fulfilled by electric 
convulsion therapy (E.C.T.). Responses were rated in 
only three categories: remission, improved, or un- 
improved. The trial was carried out on 38 patients 
(23 female) ranging in age from 32 to 74 years and the 
depression was described as “‘ chronic neurotic” in 12, 
manic-depressive in 6, senile psychotic in 2, involutional 
in 12, and associated with schizophrenia or mental 
deficiency in 6; this last group consisted of chronic 
patients temporarily responsive to E.C.T. and served as a 
control group. 

Of the 6 controls, who were tested first, 4 improved 
(that is, showed increased drive) after one week of treat- 
ment with chlorpromazine, 100 mg., and diethazine, 
250 mg., given orally four times a day; the replacement 
of diethazine by 100 mg. of ethopropazine produced 
identical effects. Relapse followed withdrawal of the 
drugs, and no further stimulation was obtained by the” 
successive administration of each agent separately. 
Among the 32 test patients remission, defined as freedom 
from symptoms for at least 6 months, followed treatment 
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with chlorpromazine and diethazine in 5 out of 8 cases 
and after chlorpromazine and ethopropazine in 5 out 
of 12 cases. Because of the side-effects caused by chlor- 
promazine 12 patients were given instead mepazine 
(SO mg.) together with ethopropazine, with resulting 
remission in 6. No antidepressant effect was seen in 8 
patients given chlorpromazine together with either 1/100 
grain (0-65 mg.) of atropine or 1/150 grain (0-43 mg.) of 
hyoscine. In the various diagnostic groups remission 
or improvement was obtained in 11 of the 12 cases of 
chronic neurotic depression, 4 of the 6 of manic-depres- 
sive depression, one of the 2 of senile depression, and 7 
of the 12 of involutional depression. 

It is concluded that the combination of chlorpromazine 
with diethazine or ethopropazine has a definite anti- 
depressive effect, which is most marked in neurotic 
depression; in the remaining diagnostic categories, how- 
ever, E.C.T. appears to be more effective and more 
generally applicable. Alan A. Black 


732. The Veterans Administration Study of Prefrontal 
Lobotomy 

J. Batt, C. J. Kuetrr, and C. J. Gresocx. Journal of 
Clinical and Experimental Psychopathology [J. clin. exp. 
Psychopath.] 20, 205-217, July-Sept., 1959. 2 figs., 
31 refs. 


The authors present the results of a 5-year follow-up 
study of 188 schizophrenic patients (of whom 184 
were male) treated by prefrontal lobotomy at six U.S. 
Veterans Administration neuropsychiatric hospitals be- 
tween 1950 and 1953, when enthusiasm for this pro- 
cedure was much greater than it is now. Standard lobo- 
tomy (Poppen’s operation) was performed in 140 cases, 
Greenblatt’s bimedial operation in 26, the undercutting 
technique of Scoville was employed in 13, and 9 were 
subjected to transorbital lobotomy by the method of 
Freeman and Watts. A matched group of 185 patients 
admitted during the same period and which included 
many considered suitable for lobotomy but whose 
families had refused permission served as a control. 
Behavioural assessments, mainly by two standardized 
rating scales, were made before operation, at 3 months 
and 1 year postoperatively, and then at yearly intervals 
for a further 4 years. 

At this time 205 of the total of 373 patients were avail- 
able for evaluation, the numbers of those who had fallen 
out being proportionately similar in all groups. Al- 
though before operation the lobotomized patients had 
on the average been more severely ill than the controls 
their discharge rates increased year by year, and for the 
two largest groups were significantly higher at the 4th 
year, being respectively, controls 9-7°%, standard lobo- 
tomy 17-8%, bimedial lobotomy 23-1%. (The 4th year 
was chosen since the administration of ataractic drugs 
complicated interpretation of the ratings at the Sth year.) 
The adjustment of these discharged patients to normal 
life, although only between “below average” and 
marginal ”’, was nevertheless significantly better than 
that of discharged control patients. The patients treated 
by the standard and bimedial operations and who re- 
mained in hospital showed a significant improvement as 


early as 3 months after operation, whereas in those 
treated by the undercutting technique comparable 
improvement was not seen until 3 years later. These 
improvements were generally maintained through the 
Sth year. Only the group treated by transorbital 
lobotomy showed no significant improvement over the 
controls. 

From the 3rd year of the study ataractic drugs, usually 
chlorpromazine, were increasingly prescribed and by the 
5th year nearly two-thirds of all patients were receiving 
them. It is of interest that the tranquillizing effects of 
these drugs were confined to the control patients, the 
combination of drugs and lobotomy giving no better 
results than either alone. In general, by the Sth year 
the patients treated by lobotomy and those treated 
only by drugs were equally improved. In the authors’ 
discussion the unavoidable limitations of the study are 
recognized. Alan A. Black 


733. The Treatment of Anergic Schizophrenia with 


Imipramine 

P. E. FELDMAN. Journal of Clinical and Experimental 
Psychopathology [J. clin. exp. Psychopath.| 20, 235-242, 
July—Sept., 1959. 5 refs. 


This paper from Topeka State Hospital, Kansas, 
evaluates the anti-depressive effect of imipramine hydro- 
chloride (“tofranil’’) as seen in 84 withdrawn and 
apathetic schizophrenic patients treated with the drug. 
The series included 22 cases of catatonic type, 30 of 
paranoid type, 5 of hebephrenic type, and 27 of undiffer- 
entiated type; average age of the patients was 41 and the 
average duration of illness 13 years. Most of the 
patients (65) received imipramine in a dosage of 100 mg. 
daily, 61 receiving this treatment for at least 60 days 
treatment. An over-all index of therapeutic response 


(ranging from 0 = no improvement to 5 = marked im- 


provement) was devised, based on a 21-item behavioural 
rating scale. 

Of the 84 patients, 40 (48°%) improved significantly 
(rating 3 or more), the results bearing little relation to 
different diagnostic types or duration of illness. Im- 
provement was mainly characterized by increase in 
interest, activity, and social life; however, many patients 
showed a concomitant exacerbation of delusions, hallu- 
cinations, and hostility. For various reasons 23 patients 
were withdrawn from the trial; hyperactivity was 
excessive in 7, 6 showed profound muscular weakness 
and ataxia of cerebellar type (5 of these were receiving 
300 to 400 mg. of imipramine daily), 5 failed to improve, 
3 showed marked loss of weight, and one had an increase 
of petit mal seizures. Of these 23 patients, 14 were 
receiving more than 100 mg. of the drug daily. Few of 
the side-effects reported by other workers were seen 
during this trial and no consistent abnormalities in 
laboratory findings were observed. It is concluded that 
the value of imipramine in reactivating chronic anergic 
schizophrenic patients will be enhanced if the coinci- 
dental aggravation of other symptoms can be controlled 
by ataractic drugs—a solution now being tested. 

[No mention is made of a control group or of statistical 
tests of significance of the results.] Alan A. Black 
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Dermatology 


734. The Fatty Acid Composition of the Skin Surface 
Fat (‘‘ Sebum ’’) of Normal Human Subjects 

B. BOUGHTON and V. R. WHEATLEY. Journal of Investi- 
gative Dermatology [J. invest. Derm.) 33, 49-55, Aug., 
1959. 2 figs., 10 refs. 


At St. Bartholomew’s Hospital, London, samples of 
sebum were collected from the backs of 9 normal men 
aged 27 to 74, 6 women aged 18 to 34, and 3 boys under 
the age of 12 by means of either the polyethylene cup or 
the swab method and analyses made of the fatty-acid 
composition of the skin surface lipids. It was found that 
samples taken from the same subject at different times 
varied only a little, and that there was no change in 
composition during the menstrual cycle in women. Be- 
tween different individuals, however, personal idiosyn- 
cratic variations in the composition of skin surface lipids 
were observed. The scatter of values was somewhat 
wider in women than in men. Full details are given in 
tables. A correlation was observed between the per- 
centage of unsaturated fatty acids in the surface lipids and 
the activity of the sebaceous glands in the area examined. 
It was considered that the unsaturated acids in the surface 
lipids are mainly derived from the sebaceous glands and 
the saturated acids from the epidermal cells. 


S. T. Anning 


735. The Fatty Acid Composition of the Surface Skin 
Fats (‘‘Sebum’’) in Acne Vulgaris and Seborrheic 
Dermatitis 

B. BouGHTON, R. M. B. MACKENNA, V. R. WHEATLEY, 
and A. WorMALL. Journal of Investigative Dermatology 
[J. invest. Derm.] 33, 57-64, Aug., 1959. 6 refs. 


Using the methods described by Boughton and 
Wheatley [see Abstract 734] the authors have analysed 
the sebum from 4 men and 2 women with untreated 
acne and from 3 men and 3 women with treated acne, 
and have compared the results with those obtained in 
the normal subjects previously investigated. There was 
no significant difference in composition between the 
fatty acids of the subjects with untreated acne and those 
of normal human beings. Further, no change in the 
composition of the surface lipid fatty acids was found as 
the result of treatment of the acne with gonadotrophin, 
hor was any change observed in a case of acne during 
Pregnancy. In 4 subjects with seborrhoeic dermatitis 
the sebum was analysed before and after treatment. In 
one case the proportion of fatty acids was below normal 
before treatment, but returned to normal after treatment 
resulting in clinical improvement. In the other 3 patients 
the values for these acids were normal both before and 
after treatment. 


Some experiments with hairless rats fed on chocolate 


and pork fat are also described. This diet produced no 
detectable changes in the fatty acid composition of the 
surface lipids in these animals. S. T. Anning 


736. An Electron Microscope Study of Comification in 
the Human Skin 

A. CHARLES. Journal of Investigative Dermatology [J. 
invest. Derm.] 33, 65-74, Aug., 1959. 10 figs., 20 refs. 


In this investigation, reported from the University of 
Leeds, electron microscopy was employed to study the 
cellular changes occurring in the epidermis during corni- 
fication. It was observed that as the Malpighian cells 
approach the granular layer they become flattened. 
Subsequently granules of electron-dense keratohyalin 
appear in the cytoplasm of the cells, which are then 
regarded as forming part of the granular layer. It is 
suggested that the keratohyalin is deposited on the tono- 
fibrils. The cornifying cells collapse into the fully 
formed horny squames, which are vacuolated and the 
substance forming within them is less dense in appear-. 
ance than keratohyalin. Electron microscopy thus 
reveals that, morphologically, cornification is a continu- 
ous process in which the cell flattens perpendicularly to 
the skin surface and its content changes in that it pro- 
gressively precipitates and finally becomes compact. 
Keratohyalin granules seem to have no special function 
in this process. 

[The original paper should be read, if only so that the 
excellent photomicrographs accompanying it can be 
studied.] §. T. Anning 


737. Bowen’s Disease and Its Relationship to Systemic 
Cancer 

J. H. GrAwaM and E. B. Hetwic. A.M.A. Archives of 
Dermatology [A.M.A. Arch. Derm.] 80, 133-159, Aug., 
1959. 14 figs., 44 refs. 


As the result of a histological investigation carried out 
at the Armed Forces Institute of Pathology, Washington, 
D.C., the authors report a hitherto unrecognized associa- 
tion between Bowen’s disease of the skin, in which there 
is atypical epithelial proliferation, and primary internal 
cancer. The findings are tabulated in detail and illus- 
trated by diagrams and reproductions of photomicro- 
graphs. 

Of the 35 patients studied post mortem, 28 (80%) had 
developed at least one primary internal cancer or a 
primary cancer of the skin, with metastasis, at a mean 
interval of 8-5 years after the onset of Bowen’s disease. 
In 26 of these cases there were metastatic lesions or 
generalized spread of the primary tumour, while 15 of 
them had a total of 49 malignant skin lesions. This 
cancer-proneness was still further emphasized by the 
finding of a primary cancer in one or more locations in 
31 (89%) of the patients. The sites of involvement in 
order of frequency were: respiratory system, gastro- 
intestinal tract, genito-urinary organs, reticulo-endo- 
thelial system, skin, breast, and endocrine system. 

Comparative studies with other diseases showed that 
although the microscopical picture in Bowen’s disease 
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resembles that in the erythroplasia of Queyrat, there 
seemed to be no association between the latter and 
internal cancer, nor was there any association of Bowen’s 
disease with the ingestion of arsenic in any of the cases 
studied. Patients with primary cutaneous squamous- 
cell carcinoma showed a much lower incidence of internal 
cancer, but the incidence of such cancer in patients with 
senile keratosis was statistically similar to that in Bowen’s 
disease. The authors postulate that the association of 
Bowen’s disease of the skin with internal and cutaneous 
cancer may represent a cutaneous manifestation of a 
systemic carcinogenic disease process. 

Benjamin Schwartz 


738. Griseofulvin Treatment of Acute Cattle Ringworm 
Infections in Man 

T. COCHRANE and A. TULLETT. British Medical Journal 
[Brit. med. J.| 2, 286-287, Aug. 29, 1959. 3 refs. 


Griseofulvin has been found to be an effective anti- 
biotic in the systemic treatment of infections due to Tri- 
chophyton and Microsporum in guinea-pigs. It has 
proved effective in the human type of ringworm infection 
of the skin and nails previously considered incurable. 
The present authors have used this antibiotic in the treat- 
ment of acute cattle ringworm in 16 patients seen in skin 
clinics in Ayrshire, with remarkably good results. This 
infection, the lesions of which are essentially kerions, 
often runs a prolonged course, but the duration was 
considerably reduced by administration of griseofulvin 
in a dosage of 1 g. daily. The pain and discomfort in the 
lesions and general toxicity of the patient cleared much 
more rapidly with griseofulvin than with standard 
treatment. The only side-effect was a mild gastro- 
intestinal disturbance in 2 patients. John T. Ingram 


739. Griseofulvin in the Oral Treatment of Tinea 


Capitis 

A. R. Birt, J. HoOGSTRATEN, and M. Norris. Canadian 
Medical Association Journal (Canad. med. Ass. J.] 81, 
165-167, Aug. 1, 1959. 2 figs., 9 refs. 


In briefly summarizing the method of invasion of the 
hair by tinea capitis the authors show that the active 
site of the infection is beyond the reach of local applica- 
tion. The method of treatment must therefore be more 
general. Griseofulvin is an antibiotic with antifungal 
action and when administered orally has very low 
toxicity. In this paper its use in the treatment of 7 
cases of tinea capitis in boys aged 4 to 13 at the Children’s 
Hospital, Winnipeg, is described. 

Two of these cases due to Microsporum audouini 
responded well to treatment, the infection clearing from 
the hair follicles outwards and disappearing after some 
weeks. In 4 cases due to M. canis the response was 
rapid and good where there was no pustular reaction. 
In the presence of such reaction, however, although the 
fungus cleared from the hair satisfactorily, the skin 
reaction did not improve and the disease ran its usual 
course. This was also true of the 7th case, due to Tricho- 
phyton mentagrophytes, in which there was also pustular 


‘reaction. Griseofulvin caused no toxic effects in any of 


the children, and the results of none of a battery of tests 
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deviated from normal. ‘The antibiotic was given by 
mouth in a dosage of 250 mg., either twice or four times 
daily. E. H. Johnson 


740. Griseofulvin in the Treatment of Superficial Fun- 
gous Infections 

N. M. Wronc, M. Rosset, A. L. HUDSON, and 
S. RoGers. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 81, 167-173, Aug. 1, 1959. 2 figs., 
5 refs. 


From Toronto General Hospital the case reports of 
10 patients treated with griseofulvin are given. Of 
these, 7 had infections of the hands and feet from which 
Trichophyton rubrum was isolated, the duration of the 
condition being from 2 to 30 years. Dramatic i improve- 
ment both subjectively and clinically occurred in all 7 
cases. There was a slow gradual clearing of the nail 
conditions, and culture of material from all areas became 
negative in 5 of the cases, but in one viable fungi were 
isolated from the skin after 5 months’ treatment and in 
another by culture from the toe-nails after 44 months. 
The remaining 3 cases were of ringworm of the scalp 
and these were successfully treated with griseofulvin, 
although response in one was very slow. 

The antibiotic was given orally in tablet form, usually 
starting with a daily dose of 2 g. for adults, later reduced 
to four 250-mg. tablets daily. Two of the patients 
complained of headache, nausea, and depression, but 
these cleared immediately on reducing the dosage. The 
authors were unable to say at the time of writing whether 
the treatment had effected a complete cure or only a 
temporary alleviation, but consider that in either case 
the response was encouraging. E. H. Johnson 


741. Griseofulvin, a New Oral Antibiotic for the Treat- 
ment of Fungous Infections of the Skin 
A. Funt, R. R. Forsgy, and B. User. Canadian 
Medical Association Journal [Canad. med. Ass. J.] 81, 
173-175, Aug. 1, 1959. 1 fig., 11 refs. 


The results obtained with griseofulvin in the treatment 
of fungus infections of the skin are reported from Mon- 
treal General Hospital. Ringworm of the scalp due to 
Microsporum canis in 3 children of the same family was 
treated with 250 mg. of griseofulvin orally 4 times daily. 
After 3 weeks’ treatment and a lapse of 2 weeks because 
of respiratory infection the hair was normal at the base, 
while after a further 2 weeks the result of examination 
under Wood’s light was negative. In 4 cases of ring- 
worm of the nails, due in 3 cases to Trichophyton rubrum 
and in one to T. mentagrophytes, the nails became normal 
at the base after 4 to 5 weeks. Cultures of scrapings 
from the finger-tips, however, were still positive after 
10 weeks and became negative in only one case. Ring- 
worm of the feet was treated in 2 patients; both were 
much improved after a few weeks, cultures in one being 
negative after 2 months, with clinical cure; the other is 
still under treatment, but with great improvement. 

It is urged that this valuable drug be not used indis- 
criminately, but limited to properly diagnosed cases, 
confirmed by culture. Its mode of action is discussed 
and its low toxicity commended. E. H. Johnson 
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NEONATAL DISORDERS AND 
PREMATURITY 


742. The Pupillary Membrane in Premature Infants 

B. Gans. Archives of Disease in Childhood [Arch. Dis. 
Childh.| 34, 292-297, Aug. [received Oct.], 1959. 8 figs., 
5 refs. 


An elaborate network of vascular loops lies on the 
surface of the lens in the embryo and this pupillary 
vascular membrane begins to atrophy after the fifth 
month of foetal life. From a study of some 270 pre- 
mature infants born at Lewisham Hospital, London, 
over a 3-year period the author concludes that in most 
instances the presence of a pupillary membrane provides 
a good, though non-specific, sign of immaturity. In this 
series, however, there was no clear-cut relationship 
between the degree of immaturity and the extent of the 
membrane. In none of the infants did the membrane 
persist after the weight had increased to 6 Ib. (2-72 kg.) 
and of 104 small premature infants who were examined 
3 to 5 years later, none showed evidence of persistent 
membrane. R. M. Todd 


743. Pregnancy Complicated by Diabetes Mellitus: a 
Study in Combined Obstetric and Paediatric Management 
A. M. CLaye and W. S. Craic. Archives of Disease in 
Childhood (Arch. Dis. Childh.] 34, 312-317, Aug. [received 
Oct.], 1959. 11 refs. 


Between January 1, 1947, and August 31, 1958, there 
were 22,574 deliveries at the Leeds Maternity Hospital, 
and 94 of these mothers suffered from diabetes mellitus. 
This paper describes the principles on which the obstetric 
and paediatric management of mother and baby were 
based and details the results obtained. Labour was 
generally induced or caesarean section performed at 36 
or 37 weeks, but 24 patients were delivered at or after 
38 weeks; during the last 3 years of the study caesarean 
section was performed on all primigravidae not delivered 
before 36 weeks. Paediatrically, postural drainage of the 
infant was considered important, but the stomach was 
not always aspirated. After 1953 all babies were placed 
in an incubator for at least 24 hours, but high humidity 
and oxygen were used only for the treatment of respira- 
tory distress or cyanosis. Feeding with breast milk 
was started on the second day and gavage employed if 
the infant was reluctant to suck. Antibiotics were not 
given prophylactically, but all infants received vitamin 
K in the form of 0-5 mg. of “ synkavit”. There were 
8 abortions in the series. The sole maternal death 
occurred at 27 weeks and was associated with cortical 
Necrosis of the kidneys. There were 11 stillbirths, 8 
among the 24 babies delivered by spontaneous labour, 
3 among the 29 for whom labour was induced, and none 
among the 35 born by caesarean section; in only 4 of 
these stillbirths did death occur at or after 36 weeks and 
it is believed that these 4 might possibly have been saved 
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by earlier termination of pregnancy. Of the 6 babies 
who died, all but one did so within 18 hours of birth; 
hyaline membrane was found in 2 of these cases, while 
congenital heart disease, cerebral haemorrhage, massive 
bilateral adrenal haemorrhage, and haemolytic anaemia 
accounted respectively for the other 4 deaths. 

Since the mode of delivery was selected for each patient, 
no opinion can be expressed regarding the relative merits 
as between spontaneous delivery following induction of 
labour and caesarean section. Comparison with other 
premature babies born in the same hospital showed that 
there was no evidence that the maternal diabetes in this 
series added to the risk of premature birth, a conclusion 
justifying the early termination of pregnancy. 


F. P. Hudson 
744. Infantile Pyknocytosis—a Common Erythrocyte 
Abnormality of the First Trimester 
P. Turry, A. K. Brown, and W. W. ZueLzer. A.M.A. 
Journal of Diseases of Children [A.M.A. J. Dis. Child.] 
98, 227-241, Aug., 1959. 6 figs., 19 refs. 

The distorted and contracted erythrocyte known as the 
“burr cell” was first observed in children by Gasser 
et al. (Schweiz. med. Wschr., 1955, 85, 905) in a syndrome 
of renal failure, haemolytic anaemia, and thrombo- 


- ¢cytopenia. This abnormal cell differs from the abnormal 


erythrocyte found in toxic haemolytic anaemia both in 
appearance and in having a normal content of glucose- 
6-phosphate dehydrogenase. The authors propose the 
name “ pyknocyte” for these cells to emphasize the 
characteristic density of the cell body rather than 
the spiny projections on the cell surface, which occur in 
other conditions. In this paper from the Children’s 
Hospital of Michigan (Wayne State University College of 
Medicine), Chicago, the presence of pyknocytes as a 
physiological phenomenon in normal full-term and pre- 
mature infants is reported for the first time, together with 
11 cases of pyknocytosis associated with idiopathic 
haemolytic anaemia in infants in the first 3 months of life. 

In 40 unselected adults whose blood was examined for 
control purposes the highest proportion of pyknocytes 
observed was 0-3°%, none being found in most instances. 
In 102 unselected healthy full-term. infants the pro- 
portion ranged from 0-3 to 1-9% (mostly between 
0-3 and 0-5%) in the immediate newborn period. Of 
those infants whose blood was re-examined at 5 to 8 
weeks, the proportion was more than 0-5% in the vast 
majority and 1°%% or more in nearly half. These infants 
were not followed up systematically, but the impression 
was gained that the pyknocytosis rapidly decreased 
after the 2nd and 3rd months of life. In 60 premature 
infants ranging in age from 1 to 84 days the proportion 
of pyknocytes ranged from 0-3 to 5-6%, tending to in- 
crease with age. In neither group of infants was there 
any correlation between pyknocytosis, reticulocytosis, 
increased serum bilirubin level, or serological incompati- 
bility between mother and child. 
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The 11 infants with pyknocytosis and haemolytic 
anaemia were collected over 2 years, 4 of them being 
found among 43 infants who were studied primarily 
because of idiopathic hyperbilirubinaemia, while the 
remaining 7 presented as cases of haemolytic anaemia in 
the first 2 months of life. Two of the 11 were never 
significantly jaundiced, while 2 others developed jaundice 
at about 3 weeks of age. Three were premature infants. 
In 7 of the 11 cases the onset was with jaundice in the 
immediate neonatal period, 2 requiring exchange trans- 
fusion, while the remaining 5 developed progressive 
anaemia in the succeeding weeks, the pyknocytosis 
appearing to develop pari passu with the anaemia. . The 
proportion of pyknocytes ranged from 1-4 to 50%. The 
anaemia was transitory and responded to blood trans- 
fusion. Three of the 11 infants were of Jewish origin 
and one was a negro, the proportion of Jews being higher 
and that of negroes lower than in the population served 
by the hospital. This suggests that racial and genetic 
factors may play a part in the causation of this condition, 
for which the term infantile pyknocytosis is proposed. 
Detailed reports of 8 cases are given. David Morris 


745. Pulmonary Hyaline Membrane: Contamination of 
the Lungs by Blood-laden Amniotic Fluid in Term Infants 
Delivered by Cesarean Section 

F. F. Snyper. Obstetrics and Gynecology (Obstet. and 
Gynec.} 14, 267-287, Sept., 1959. 14 figs., 29 refs. 


The author of this paper from the Boston Lying-in 
Hospital contends that the high incidence of hyaline 
membrane in infants delivered by caesarean section is 
due to the foetus breathing in amniotic fluid contamin- 
ated by blood. This view is based on the results of a 
study of the clinical and necropsy records of 56 infants 
delivered by caesarean section at term, all of whom 
weighed over 2-5 kg. at birth and died within 72 hours. 
In “ over 90°%%” of the infants, including 12 who were 
stillborn, the air passages were seen on microscopical 
examination to be filled with blood, epithelial cells and 
cellular debris. The incidence of hyaline membrane was 
highest in the group of infants (15) delivered before the 
onset of labour, this being attributed to the fact that 
these infants do not suffer from impaired inspiratory 
activity as do those delivered during labour when the 
presence of complications and the effect of labour hamper 
respiration. In the stillborn infants there was con- 
tamination of the air passages but no hyaline membrane 
because of the absence of pulmonary expansion. 

The author concludes that “ the contamination of the 
amniotic fluid with blood at the time of the incision of 
the uterus stands out as the chief factor in the formation 
of hyaline membranes in the air passages of the new- 
born ”’. David Morris 


746. Treatment of Tetanus Neonatorum with Inter- 
mittent Positive-pressure Respiration 

P. M. Smytue and A. But. British Medical Journal 
[Brit. med. J.] 2, 107-113, Aug. 1, 1959. 3 figs., 6 refs. 


The observation that respiratory failure is often the 
cause of death in infants suffering from tetanus neona- 
torum led the authors to try intermittent positive pressure 
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_ partial thoracic stomach is based on the findings in 


respitation (I.P.P.R.) with a tracheotomy on 10 such 
patients at Groote Schuur Hospital, Capetown. A Rad- 
cliffe pump and Stott valve mechanism modified to 
reduce the dead space in the apparatus were used for 
I.P.P.R. General treatment consisted in intramuscular 
injection of paraldehyde on admission to control spasms 
and administration of 30,000 units of antitetanus serum 
and 2 mg. of vitamin K. Relaxants such as mephenesin 
and curare or tubocurarine were also given. Every 
effort was made to prevent pulmonary infection, anti- 
biotics being administered as necessary. A minor but 
very important complication was the formation of granu- 
lomatous tissue around the tracheotomy which might 
obstruct or infect the airway. Of the 10 patients, 3 
recovered completely; of the 7 who died, 2 survived for 
7 weeks, death being due to causes other than tetanus. 
In some of the fatal cases the clinical picture was charac- 
terized by circulatory failure, coma, and bowel disturb- 
ances with ileus, the causes of which were obscure. 
‘ Winston Turner 
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747. The Natural History of the Partial Thoracic 
Stomach (Hiatus Hernia) in Children 

I. J. Carré. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 34, 344-353, Aug. [received Oct.], 1959. 
3 figs., 36 refs. 


This retrospective review of the natural history of 


235 children seen at the Children’s Hospital, Birmingham, 
the Royal Children’s Hospital, Melbourne, and the 
Royal Belfast Hospital for Sick Children, who did not 
receive either surgical or postural treatment. The series 
did not include children with gastro-oesophageal re- 
gurgitation but without demonstrable hiatus hernia. 

Of 53 children without oesophageal stricture who had 
reached the age of 4 years, 26 had minimal symptoms, 18 
had improved but still suffered from moderate symptoms, 
and 9 had frequent symptoms. The author found that 
the clinical response at the time of weaning to solid food 
was a useful prognostic aid, and on the basis of this 
response the children were divided into two groups: 
(1) those in whom the symptoms improved and (2) those 
in whom symptoms persisted after weaning. Of 21 
children in Group 1, only 5 continued to have moderate 
or frequent symptoms after the age of 2 years. ~ In con- 
trast, in 30 out of 32 children in Group 2 moderate or 
frequent symptoms persisted after the age of 2 years. 
Partial thoracic stomach with an associated oesophageal 
stricture was found in 36 patients, 30 of whom began to 
vomit during the first month of life; in many of the 
patients in this group the symptoms were aggravated 
when weaning was attempted, the symptoms in 3 first 
developing at the time of weaning. The case records of 
13 children who died with a proven partial thoracic 
stomach showed that death was due to inanition second- 
ary to vomiting, to biochemical disturbances, or to inter- 
current infection. 

The author concludes that in about 60 to 65% of 
affected and untreated children the condition runs 4 
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relatively benign clinical course and improves with 
weaning, the majority of the patients being free from 
symptoms by the age of 2 years. There is no improve- 
ment with weaning in 30% of patients in whom no oeso- 
phageal stricture is demonstrable or in 5% of those with 
oesophageal stricture. 

A prospective study was also undertaken, but only 9 
patients were observed. Symptoms improved before 
or coincided with weaning in 5, but there was no im- 
provement with weaning in 3 children and one of these 
had an oesophageal stricture; one infant died at the age 
of 11 weeks. The results of this study, admittedly based 
upon too few cases, tend to confirm the author’s experi- 
ence in the larger retrospective study—namely, that the 
prognosis in infants with partial thoracic stomach is 
somewhat better than would appear to be the case from 
a review of the published findings of others. 

R. M. Todd 


148. Diagnosis and Treatment of Acute Intestinal Intus- 
susception with Controlled Insufflation of Air 

E. S. Fiorrro and L. A. RecALDE Cugestas. Pediatrics 
[Pediatrics] 24, 241-244, Aug., 1959. 6 figs., 2 refs. 

A new technique for the diagnosis and non-surgical 
treatment of infantile intestinal intussusception is 
described in this paper from Sanatorio de Nifios, Rosario, 
Santa Fe, Argentina. It consists in insufflation of the 


colon with air under manometric and fluoroscopic con- 
trol, an ingenious air insufflator being used which will 
apply controlled pressures of 60 to 130 mm. Hg. (A 
diagram of this apparatus is included in the text.) The 
authors term this procedure “‘ controlled insufflation ” 


and claim that it eliminates all the disadvantages of the 
barium-enema technique. The advantages are: (1) 
simplicity; (2) fast diffusion of air so that it reaches 
the intussusception rapidly; (3) clear-cut visualization 
of the intussusception; (4) no contraindications even in 
advanced cases; (5) no interference with the normal 
physiology of the bowel; and (6) air passes into the ileum 
in all cases, so that ileo-ileal and ileo-caecal forms can 
be diagnosed and treated. 

Between August, 1954, and December, 1958, controlled 
insufflation was used in 86 cases of intussusception; 
operation was required in only 5 of these, in 2 of which 
the duration of the intussusception was over 24 hours. 
The authors refer to the experience of this technique of 
Saenz and Paviotti, who obtained full reduction in 21 
out of 23 cases. Andrew M. Desmond 


749. The External Cranial Volume of Normal Children. 
[In English] 

J. B. JoRGENSEN, E. PARIDON, and F. QUAADE. Acta 
Paediatrica [Acta paediat. (Uppsala)] 48, 371-378, July, 
1959. 10 figs., 2 refs. 


_ Simple measurement of the circumference of the head 
Is a crude and inaccurate method of assessing the volume 
of the brain or of the cranial capacity in children. 
Working at the University of Copenhagen, the authors 
have therefore devised a method in which the child’s 
head is immersed in water and the volume of the water 
thus displaced is measured. This is termed the external 


- cranial volume (E.C.V.). The child is held supine and 


the head immersed to a line joining the glabella and the 
external occipital protuberance. Altogether 215 nor- 
mal children aged 0 to 7 years have been examined and 
normal values obtained, with standard deviations, in 
relation to age, weight, total height, and standing height 
up to the tip of the ear. It is believed that this method 
of assessment will help in the more accurate and earlier 
diagnosis of hydrocephalus and microcephaly. 

{It would have been helpful if the results had been 
tabulated instead of being expressed graphically.] 

John Lorber 


750. The External Cranial Volume of Macro- and 
Microcephalic Children. [In English] 

J. B. JoRGENSEN, E. PARIDON, and F. QuAaADE. Acta 
paediatrica [Acta paediat. (Uppsala)| 48, 469-476, Sept., 
1959. 10 figs., 2 refs. 


In a previous paper [see Abstract 749] the concept of 
external cranial volume (E.C.V.) was established and 
normal values with standard deviations worked out. In 
this paper the authors report the results of measurement 
of the E.C.V. of 16 children in whom micro- or macro- 
cephaly was proved or suspected. In 2 children with 
undoubted hydrocephalus the values were far outside 
the normal range; in 4 children in whom lesser degrees 
of hydrocephalus were suspected, but unproven, the 
values were at the upper limit of normal or just above it. 
Of 3 cases of presumed microcephaly, the values were 
within the normal range in 2 and well above normal in 
one, whereas in 2 obvious microcephalics they were 
more than twice the standard deviation below the normal 
range. In 5 mongols the E.C.V. was within the normal 
range. It is concluded that this method of measurement 
is unnecessary in obvious cases of hydrocephalus or 
microcephaly, but may be of value in the early diagnosis 
of suspected cases. 

[As the number of children who were investigated 
was very small and the diagnosis of the presumed lesser 
abnormalities was not correlated with ventriculography, 
these conclusions should not be accepted without further 
and more extensive investigations on a larger series of 

John Lorber 


T. E. TwitcHett. Journal of Nervous and Mental 
Disease [J. nerv. ment. Dis.| 129, 105-132, Aug. [received 
Oct.], 1959. 10 figs., 40 refs. 


The author has studied at the Joseph P. Kennedy Jr. 
Memorial Hospital, Brighton, Massachusetts, the various 
movements made by children aged between 3 and 14 
years who were suffering from bilateral or generalized 
athetosis not accompanied by spasticity or cerebellar 
symptoms. Detailed analysis of these movements, 
together with frequent references to the literature, leads 
to the conclusion that they are responses to primitive 
reflexes. 

The main reflex actions are (1) the ‘“‘ avoiding” 
movement, which causes the high-stepping gait and the 
turning away of the head and trunk from a desired 
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object; (2) the tonic neck reflex, which results in flexion 
of the arm used in trying to grasp the object and extension 
of the opposite arm; and (3) the labyrinthine and 
righting reflexes, which produce abduction of the limbs 
and the typical “‘ associated” and ‘“‘ mass” muscle 
movements. He also found that the grasp reflex was 
really a more primitive traction reflex, accompanied by 
flexion of the wrist—hence the weak grip. The author 
points out that all these reflexes are present in the normal 
infant, but are gradually suppressed as voluntary move- 
ments develop. In the athetoid child there is a failure 
of maturation of motor function, but as he found that 
some children improved with time he suggests that later 
maturation does occur. Unlike the findings in spasticity 
it was noted that resistance to passive movements affected 


both flexor and extensor muscles and was due to constant . 


reflex activity; this activity also prevented sustained 
muscle contraction and so resulted in muscular weakness. 
[The original paper should be of value to those dealing 
with athetoid children since the author there demonstrates 
how these reflex actions can be brought into play to 
assist voluntary movements. ] Janet Q. Ballantine 


752. Congenital Anomalies Associated with Cerebral 
Palsy and Mental Retardation 

R. S. ILLINGWoRTH. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 34, 228-230, June [received Aug.], 
1959. 7 refs. 


The incidence of associated congenital anomalies in 
an unselected group of 278 children with cerebral palsy 
of pre-natal or natal origin is compared with that in 386 
children with mental retardation of pre-natal or natal 
origin, excluding mongols. The incidence of associated 
anomalies was 6°8°% in the children with cerebral palsy 
and 26-4% in the children with mental retardation alone. 


The high incidence of cleft palate and congenital heart 


disease in the mentally retarded group is noted. The 
implications of these findings are discussed.—[Author’s 
summary.] 


753. The Formation and Extinction of Conditioned 
Reflexes in ‘‘ Brain-damaged ’’ and Mongoloid Children 
H. G. Bircu and H. Dems. Journal of Nervous and 
Mental Disease [J. nerv. ment. Dis.] 129, 162-170, Aug. 
[received Oct.], 1959. 16 refs. 


At the Morris Solomon Clinic for Retarded Children 
(The Jewish Hospital), Brooklyn, New York, the authors 
have studied 18 children considered to be “ brain-dam- 
aged” (a term they apply to patients with a behaviour 
syndrome and definite signs of trauma to the central 
nervous system but no anatomical lesion), 10 of whom 
were classified as hyperactive and/or distractible and the 
others as non-hyperactive. They here compare their 
findings with those in 8 mongoloid and 4 normal children 
in relation to the production and extinction of a con- 
ditioned reflex by means of a light followed by a mild 
electric shock. 

It was found that only 6 of the 10 hyperactive children 
could be conditioned and they scored on the same level 
as the mongols, while the non-hyperactive patients per- 


formed like the normal children. The level of per- 
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formance was found to be unrelated to the 1.Q. Ap 
interesting observation was that the hyperactive group 
were restless and easily distracted at all sittings, and even 
the 6 subjects who were conditioned did not lose the 
conditioned reflex by the normal method of internal 
inhibition, but by increasing motor activity till external 
inhibition resulted. Half of the normal and mongoloid 
children fell asleep during the extinction process. 

The authors suggest that the hyperactive group would 
probably function best in quiet surroundings and with 
stimuli kept at a low level and repetitive in type, while the 
others require constant stimuli to prevent generalized 
inhibition. Janet Q. Ballantine 


754. The Development of Ten Children with Blindness 
as a Result of Retrolental Fibroplasia: a Four-year 
Longitudinal Study 

A. H. PARMELEE Jr, C. E. Fiske, and R. H. Wriaut, 
A.M.A. Journal of Diseases of Children [A.M.A. J. Dis, 
Child.] 98, 198-220, Aug., 1959. 20 refs. 


The 10 prematurely born children, blind as a result of 
retrolental fibroplasia, with whom this paper from the 
University of California Medical Center, Los Angeles, is 
concerned were the subject of a previous investigation 
(Parmelee, A.M.A. J. Dis. Child., 1955, 90, 135), in which 
their development during the first year of life was com- 
pared with that of 10 prematurely born infants with 
normal vision and 80 full-term infants. The Gesell 
infant test was used, and the mean scores for the three 
groups showed no statistical difference, indicating that 
at that stage the blind children were developmentally 
normal. 

A review of their progress 4 years later is now presented. 
The tests used were the Vineland Social Maturity Scale 
and the Stanford-Binet Form L. The I.Q. was over 
80 in 6 cases and below 80 in 3, while one of the children 
who was found to be deaf as well as blind and who could 
not therefore perform the tests was assessed as being of 
normal mental potential from the observations of 5 
independent observers. The 3 children functioning ata 
mentally retarded level were considered to have normal 
mental potential, but performance was suppressed by 
emotional problems. Electroencephalograms were re 
corded in 6 cases, in 2 of which they were abnormal in 
that they showed more waves at 1 to 3 c.p.s. than occur 
in normal children of the same age group. One of these 
abnormal tracings was from one of the 3 retarded chil- 
dren, those of the other 2 being normal. 

Although all 10 children were originally certified as 
blind, 3 have since developed useful although very 
limited vision in one eye, and another has developed 
sufficient vision to read large print with glasses. The 3 
retarded children were amongst those with no vision at 
all. The main body of the paper is devoted to fairly 
detailed biographies of the 10 children. The authors 
also discuss [with considerable insight] the problems of 
the blind child and his parents. 

[Every paediatrician with continued responsibility 
for the care of the premature child with retrolental fibro- 
plasia will be interested in this richly descriptive paper.] 

David Morris 
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755. An Association between ABO Blood Groups and 
Fertility in a Normal American Population 

T. E. Reep and J. H. AHRONHEIM. Nature [Nature 
(Lond.)| 184, 611-612, Aug. 22 [received Oct.], 1959. 
5 refs. 


The relationship between ABO blood-group phenotype 
and fertility was studied in material collected during a 
mass blood-grouping survey carried out in Jackson 
County, Michigan, in the winter of 1950-1, observations 
on 558 white American couples being reported in the 
present paper. Both spouses were Protestants, non- 
Slavic in surname, and did not live within the well- 
defined negro area included in the mass blood-grouping 
survey. The various matings based on ABO groups and 
the number of children from each mating were analysed. 
The findings were the reverse of those of Matsunago and 
Itoh in Japanese families (Ann. hum. Genet., 1958, 22, 
111) in that in couples where the husband had an A or 
B antigen lacking in the wife there was a significant 
increase in fertility. The results suggest that this is due 
to the serological mating types and not to blood-group 
differences among males and females. 

[The reasons for the difference between the results and 
those of the Japanese study are not discussed.] 

I. Dunsford 


756. Studies on the Genetics of Leukocyte Antigens 
P. Lacezart and T. H. Spaet. Blood [Blood] 14, 748- 
758, June, 1959. 7 figs., 17 refs. 


Using a modification of the technique described by 
Dausset et al. (Blood, 1954, 9, 696; Abstr. Wid Med., 
1955, 17, 6) and a panel of leucocyte agglutinating sera 
from patients who had received multiple transfusions 
the authors, working at Montefiore Hospital, New York, 
have studied the antigens present in leucocytes of related 
and unrelated persons. 

The reaction patterns of leucocytes from pairs of mono- 
zygotic twins tested with 7 different sera were identical 
in each of 6 instances, whereas leucocytes from no two 
unrelated persons gave identical reactions. From these 
studies it was evident that each of the sera contained 
several antibodies against leucocyte antigens, and as 
these could not be separated it was impossible to ‘detect 
specific leucocyte antigens and trace their inheritance in 
the families studied. The authors conclude that there 
is a multiplicity of leucocyte antigens, unrelated to ery- 
throcyte antigens. When 40 different specimens of 
leucocytes were tested against the panel of sera, 40 differ- 
ent agglutination patterns were observed. It is calculated 
that a minimum of 6 different genes must be present in 
order to give 40 different combinations, and tests on a 
larger number of leucocytes “‘ would certainly reveal a 
greater number of genes. Whether different allelic 
series, and/or a number of different antigenic systems, 
or both are present cannot be determined from the 


present data.” It is suggested that febrile reactions due 
to leuco-agglutinins may be avoided by using blood with 
compatible leucocytes. I. Dunsford 


757. A Genetic Profile of Infantile Amaurotic Family 
Idiocy 

S. M. Aronson, B. E. ARONSON, and B. W. VoLK. 
A.M.A. Journal of Diseases of Children [A.M.A. J. Dis. 
Child.] 98, 50-65, July, 1959. 25 refs. 


In a statistical study of amaurotic family idiocy carried 
out at the State University of New York and Albert 
Einstein Colleges of Medicine, New York, 144 index 
cases were collected by sending a questionary to the 
families of patients known to the National Tay-Sachs 
Association and to cooperating physicians. In 27 of 
these the diagnosis was based on necropsy findings and 
in the remainder on the critical triad of idiocy, quadri- 
paresis, and blindness with macular degeneration. Of 
the 144 cases, 131 were diagnosed as infantile amaurotic 
family idiocy, 8 as Niemann-Pick disease with involve- 
ment of the central nervous system, and 5 as juvenile 
amaurotic idiocy. Parental age, length of gestation, 
and the mother’s obstetric history were all normal. All 
cases of infantile amaurotic idiocy were clinically appar- 
ent before the age of 11 months.- In 2 cases alterations 
in the enzyme activity of the cerebrospinal fluid without 
any clinical signs were found in younger sibs, both of 
whom later developed clinical signs of the disease. 

A family study was based on 122 index cases of infan- 
tile amaurotic idiocy in 102 families. There were 101 
unaffected children in these families. On the assumption 
of complete ascertainment, the risk to sibs was close to 
the figure expected (0-25) if the condition is due to a re- 
cessive gene. But in contrast to the finding in other 
series none of the children were the offspring of first- 
cousin marriages and only 6 were the offspring of mar- 
riages of more remote relatives. In 6 of the 102 families 
a relative other than a sib was affected—2 of the index 


“cases occurred in second cousins, in one family 2 first 


cousins twice removed were affected, and in the other 
families the other affected members were a first cousin once 
removed, a second cousin, and a more remote relative. 
It was found that a high proportion of the patients with 
infantile amaurotic family idiocy came of Ashkenazic 
Jewish stock. One index case occurred in a negro, the 
first to be reported. 

None of the patients with Niemann-Pick disease or 
juvenile amaurotic idiocy had a relative similarly affected. 

C. O. Carter 


758. The Chromosome Constitution of a Human Pheno- 
typic Intersex 

D. A. HUNGERFORD, A. J. DONNELLY, P. C. NOWELL, 
and S. Beck. American Journal of Human Genetics 
[Amer. J. hum. Genet.] 11, 215-236, Sept., 1959. 22 figs., 
31 refs. 
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759. The Suicide Problem from the Point of View of 
Social Hygiene. (Sozialhygienische Gesichtspunkte zum 
Selbstmordproblem) 

A. LenGwinat. Zeitschrift fiir Grztliche Fortbildung [Z. 
Grztl. Fortbild.| 53, 1008-1020, Aug. 15, 1959. 15 figs., 
27 refs. 


Writing from the Institute of Social Hygiene, Dresden 
Medical Academy, the author first presents a general 
statement of the problem of suicide as it affected the 
whole of Germany before 1939, then as it affects East 
Germany (D.D.R.) to-day, and finally a detailed break- 
down of the figures for the city and administrative area 
of Dresden for the one-year period July, 1955, to June, 
1956. As regards all Germany the figures for the 5 
decades from 1906 to 1956 showed a steadily increasing 
incidence up to 1940; by 1956, however, the suicide rate 
for males had fallen to the 1922 level, but for women the 
rise continued. The view that this steady rise coincided 
with the entrance of women into industry and was due 
in part to the resulting conflicts with domestic duties is 
not altogether accepted. Analysis by regions showed 
that even by the end of the First World War the suicide 
rate was high in the southern part of the area which is now 
the D.D.R., there being a definite association between 
the suicide rate and population density—thus the rate 
in the predominantly agricultural northern and eastern 
areas was much less than in the mainly industrial south. 
As far as statistics are comparable the rate in the D.D.R. 
is higher than in other countries for the same age groups. 
In the D.D.R. the rate for both sexes shows an increase 
with increasing age which is particularly steep in men 
aged 75 or over. However, when the suicide rate is 
calculated as a percentage of the total deaths in each 
age group there is a surprisingly high figure (15°) for 
men in the age group 15-44 and for women of the age 
group 15-24 (14%). 

In the Dresden area during the year under considera- 
tion 312 men and 310 women committed suicide, of 
whom 32 and 39 respectively had made one or more 
previous attempts, a notable point being the high pro- 
portion of women. The age group most affected was 
that of 50-59 for men, followed by age group 75-79, 
while more of the women were in age group 55-59 than 
in any of the others. Married women formed the 
largest group, widowers being next. Middle-class per- 
sons were most affected, particularly those who had 
retired through illness, suggesting that the victim’s health 
plays a greater part in motivation than has been accepted 
hitherto. The late morning was the most frequently 
chosen time, while Sundays and legal holidays were the 
days least often selected. In some 50% of the male 
cases strangulation (by hanging) was the method em- 
ployed, whereas women used coal gas in more than 50% 
of cases. Younger men also tended to use coal gas and 
less active methods generally, while for older persons 
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the certainty of success was the most important require- 
ment. Psychopaths, especially schizophrenics, often 
used the most frightful methods. There has recently 
been a greater tendency for men to use coal gas as com- 
pared with the past. 

In many cases the motives for self-destruction were 
very complex, and in view of the almost invariable [and 
universal] tendency of the relatives and friends to ascribe 
the suicide to “‘ mental derangement ”’ the author thought 
it best to rely only on the results of the police investiga- 
tion. Out of 308 men and 307 women, 85 and 105 
respectively left farewell letters—in one case to the 
number of 7—all of which gave a good reason for the 
suicide. In both sexes incurable organic disease, chiefly 
heart disease, was the reason in 38°%; domestic difficul- 
ties were scarcely less prominent in men than in women 
and in these cases the combination with alcoholic excess 
was noteworthy, particularly in the age group 35-54. 
For women “ neuroses” and grief over love affairs 
played a considerable part, especially in the age group 
50-59. Suicide because of the fear of cancer lessened 
with increasing age, but 5 men and 7 women with pre- 
sumed cancer killed themselves. Only 28 committed 
suicide by narcotic poisoning, including “ sleeping 
drugs ’’, and men more often than women. There were 
33, nearly all males, who committed suicide to escape a 
criminal charge, which in 13 cases (all in males) was for 
some form of sexual offence. 

In view of the complex nature of the act it is not really 
possible to consider prevention, but the author suggests 
that greater social security and adequate medical service 
are of prime importance, particularly in regard to main- 
tenance of ability to work, even if only part-time, thus 
helping the person to feel that he or she is still a useful 
member of the community. Particular attention should 
be paid to the prevention of alcoholism. He concludes 
that suicide is not a disease sui generis and that there is 
usually a cause for it. 

[In 1955-6 the lot of the ageing rentier in East Ger- 
many, especially if unable to work, cannot have been 
easy; in view of the much more prosperous conditions 
there today comparative figures for 1958-9 would be very 
instructive. The author makes no mention of death by 
inhalation of motor-car exhaust; also there is a striking 
difference between the incidence of deaths by shooting 
in 1936 (14-:2%) and 1955-8 (0-3°%).] : 

W. K. Dunscombe 


760. A Trial of Hexylresorcinol as Air Disinfectant in. 


Day Nurseries 
A. ANDERSON. Medical Officer [| Med. Offr] 102, 205- 
207, Oct. 23, 1959. 2 figs., 4 refs. 

Hexylresorcinol was vaporised by electrical heat in 
the rooms occupied by the children in a group of day 
nurseries. For control purposes dummy vaporisers 
were used, changes made at 10-week intervals and the 
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of children and the reason given for such absences. A 
method was adopted in an attempt to assess the incidence 
of running noses among the children. 

The vaporisation of hexylresorcinol had no detectable 
effect on the incidence of running noses, on the days of 
absence due to respiratory tract infection or on the 
spread of infectious disease in the nurseries.—[Author’s 
summary. ] 


EPIDEMIOLOGY AND IMMUNIZATION 


161. Some Epidemiologic Aspects of the High Mortality 
Rate in the Young Widowed Group 

A. S. Kraus and A. M. LivienreLp. Journal of Chronic 
Diseases [J. chron. Dis.] 10, 207-217, Sept., 1959. 8 refs. 


In the United States [but unfortunately not in England 
and Wales] statistical data on mortality in relation to 
marital status are available. The present survey was 
based on all deaths occurring in 1949-51 related to 
the 1950 Census population. An analysis of the data 
shows that the mortality of single, widowed, and divorced 
persons is higher than that of married persons for every 
sex-age group and for both whites and non-whites. The 
excess mortality is most pronounced, however, amongst 
widowed persons in the three youngest age groups. 
For white males the ratio of the death rate of the widowed 
to that of the married was 3-9:1 at ages 20 to 24, 4-3:1 
at ages 25 to 34, 2-9:1 at ages 35 to 44, and then declined 
steadily to 1-25:1 at ages 70 to 74. For white females 
the corresponding ratios were 3-7:1 at ages 20 to 24, 
2:7:1 at ages 25 to 34, and 1-8:1 at ages 35 to 44. Avery 
similar picture is presented by the figures for the coloured 
population. The size of the problem is indicated by the 
fact that there were 1,100 deaths per annum amongst the 
widowed population under 35. 

The mortality in the widowed was more than 10 
times greater than that in the married in at least one of 
the three age groups, the causes of death in these being: 
tuberculosis in males (12-7:1 at 25 to 35); vascular 
lesions of the central nervous system in males (11-7:1 
at 20 to 24); arteriosclerotic heart disease in females 
(14-4:1 at 20 to 24); non-rheumatic endocarditis and 
other myocardial degeneration in males (12-7:1 at 
25 to 34) and in females (11-3:1 at 20 to 24); and hyper- 
tension with heart disease in males (10-8:1 at 25 to 34) 
and in females (18-4:1 at 20to 24). Mortality from many 
other causes showed a substantial excess amongst the 
widowed. 

Misstatements of marital status on either death certifi- 
cates or census returns were considered unlikely to have 
much bearing on this phenomenon. The authors also 
discredit the hypothesis that those who fail to remarry 
are a “select”’ unhealthy group. Three factors more 
likely to be related to the excess mortality amongst the 
widowed population are suggested. First, that people 
with characteristic disabilities tend to marry persons 
with the same disabilities, and the authors quote in 
support of this the findings of Ciocco, who found a 
tendency for husbands and wives to die from the same 
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cause; second, that a joint unfavourable environment was 
experienced by both the widowed and their spouses; 
and third, the deleterious effects of grief, new worries 
and responsibilities, changes in diet, work, and recreation, 
and reduced standard of living resulting from the event 
of widowhood. 

Further studies are suggested to assess the validity of 
these hypotheses. - E. Lewis-Faning 


762. An Outbreak of Disease Believed to Have Been 
Caused by ECHO 9 Virus 

W. H. Lyte. Annals of Internal Medicine [Ann. intern. 
Med.] 51, 248-269, Aug., 1959. 14 figs., 13 refs. 


During the summer of 1956 an epidemic of a febrile 
neurotropic illness occurred in Newton-le-Willows, Lan- 
cashire, probably due to E.C.H.O. virus Type 9, since a 
rising titre of neutralizing antibody to this type was 
demonstrated in 6 cases and the virus was isolated 
from the faeces in 4. A total of 162 cases were seen in 
general practice, an incidence of 3:5°%. Although family 
outbreaks often occurred, the disease probably spread by 
host-to-host transfer in schools. In this context it is 
significant that the epidemic began to decline as soon 
as the schools closed for the summer holiday. No deaths 
were recorded. -In the 80 children affected the first 
symptoms were usually headache, anorexia, nausea and 
vomiting, abdominal pain, a dry cough, and slight sore 
throat. A rash was observed in almost half the children, 
usually on the first or second day, with dark bluish-red 
macules on the face and a scarlatiniform eruption on the 
chest, back, and limbs. Neck stiffness developed on the 
first or second day in one-quarter of the children, but 
rarely lasted for more than 4 days. In many cases the 
cervical lymph nodes were enlarged. There was no 
weakness of the limbs. Even when the illness was severe 
the duration of the acute stage was only 10 days. Some 
of the children, however, were lethargic for several weeks 
after returning to school. 

Conjunctival injection, intense headache, muscle 
fatigue, and pain in the limbs were prominent manifesta- 
tions in adults; a few adults suffered from mild confusion, 
hallucinations, blurred vision, paraesthesiae, and muscle 
twitches. In this group the clinical signs included 
nystagmus, a positive Babinski response, and slight 
papilloedema. A. Garland 


763. Whooping-cough Immunization: Clinical Follow- 
up of First Barking Field Trial, 1955 

V. SprLLer and L. B. Hott. British Medical Journal 
[Brit. med. J.] 2, 174-175, Aug. 15, 1959. 2 refs. 


In 1955 a group of 714 children aged between 2 and 5 
months living in the Barking area of Essex were immun- 
ized against whooping-cough. The initial results were 
reported by Spiller et al. (Brit. med. J., 1955, 2, 639; 
Abstr. Wild Med., 1956, 19, 163). The present paper is 
an account of the subsequent clinical follow-up study of 
these children, of whom one group had received three 
injections of 1 ml. of diphtheria—pertussis prophylactic 
at monthly intervals and the other three injections of 1 
ml. of a commercial suspended whooping-cough vaccine 
followed by two injections of 0-5 ml. of P.T.A.P. Among 
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650 children followed up individually whooping-cough 
developed in 22, which with a further 11 doubtful cases 
gave a maximum frequency of 5-07% and a minimum of 
3-38°% over a 3-year period. Of the 22 confirmed cases, 
8 had received the separate injections and 14 the com- 
bined, while of the 11 doubtful cases, 4 had separate 
injections and 7 had combined. There was no statistic- 
ally significant difference between the two groups. 

A number of the children had, for various reasons, 
failed to attend regularly for their immunizations and 
“* gaps ”’ in attendance occurred more frequently in those 
who subsequently developed whooping-cough than in 
those who did not. Eight gaps of 2 to 3 months occurred 
in the 33 possible cases of whooping-cough (24°%) com- 
pared with only 9-7% of the 617 children who remained 
free of the disease. Agglutination tests in 10 of the 33 
cases of whooping-cough showed that at the age of 15 
months pertussis agglutination titres varied from 1:20 to 
1:1,280. Thus agglutination titres are not a reliable 
index of protection against this disease. Further, at 
least 10 cases of whooping-cough were not notified, 
emphasizing the unreliability of notification figures in 
this disease. A. E. Wright 


764. A Summary of 2 Years’ Clinical Observation of 
Children Immunized with Living Attenuated Anti-polio- 
myelitis Vaccine. (Mtoru ppyxneTHHx KNHHHYeECKHX 
Ha6mioneHHH MeThMH, HMMYHHSHPOBaHHbIMH 
ocna6meHHOH BaKUMHOH NMpoTHB 
MHeJIHTA) 

E. F. DavipeNKOVA and E. A. SAVEL’EVA-VASIL’EVA. 
Hesponamonoeuu u Icuxuampuu [Z. Nevro- 
pat. Psihiat.| 59, 790-795, No. 7, 1959. 


From May, 1957, to April, 1959, 1,507 children who 
had been immunized with living attenuated anti-polio- 


' myelitis vaccine of the Sabin type administered orally 


have been carefully studied and examined for any ill- 
effects. In no case was there any evidence of polio- 
myelitis infection, paralytic or otherwise. Among 828 
control subjects observed during the same period who 
were in contact with the immunized children no polio- 
myelitis occurred. The subsequent development of the 
immunized children was normal, no increased suscepti- 
bility to intercurrent diseases was found, and there was a 
regular and intensive increase in the level of specific anti- 
bodies in the majority, especially in the younger age 
groups. Three months after the course of immunization 
no virus carriers were detected after exhaustive faecal 
examination; all three types of poliovirus, present up 
to the 60th day after administration, had by then dis- 
appeared, showing that the development of local immun- 
ity in the intestine—the main object of this type of 
immunization—had been effective. 

The authors conclude that the vaccine is safe and 
effective in producing both general and local immunity. 
The dosage was 100,000 tissue-doses in 20 ml. of milk, 
repeated in not less than one month. The vaccine was 
prepared in the virological department of the Institute 
of Experimental Medicine in Leningrad, and the attenua- 
tion was brought about by repeated passages through the 
kidney tissues of monkeys. L. Firman-Edwards 


765. Intrafamilial and Interfamilial Spread of Living 
Vaccine Strains of Polioviruses 

H. M. GELFAND, L. PotasH, D. R. LEBLANC, and J, P, 
Fox. Journal of the American Medical Association {J. 
Amer. med. Ass.| 170, 2039-2048, Aug. 22, 1959. 1 fig,, 
13 refs. 


At Tulane University School of Medicine, New 
Orleans, the spread of Sabin’s attenuated poliovirus 
within the family was studied in 56 families living in 
normal conditions in southern Louisiana. All members 
of these families not naturally immune to all 3 types of 
poliovirus had earlier received 3 inoculations of Salk 
vaccine. For acceptance in the present study a family 
had to include at least 3 members none of whom 
possessed serum neutralizing antibodies to the type of 
virus used. One type of attenuated live-virus vaccine 
was fed to one of these 3, the others being considered 
susceptible family contacts. Since faecal excretion of 
homologous virus occurred more often than pharyngeal 
excretion, this was taken to be the index of infection. 

Infection followed administration of the virus in all 
cases except one adult; age did not affect the likelihood 
of infection nor the duration of excretion of the virus. 
Pharyngeal excretion, when it occurred, lasted for 2 to 
17 days, and faecal excretion for 2 to 137 days. In most 
cases an interval of 2 days was observed between adminis- 
tration of the virus and its detection in the faeces. Trans- 
mission of the virus from the infected individual to a 
contact occurred within one day in several instances, 
although the interval was longer when the contact subject 
was naturally immune. Type-3 virus showed the greatest 
ability to spread, and Type 2 the least. Transmission 
could occur in the absence of pharyngeal excretion of 
virus. Many individuals who were excreting the virus 
displayed no rise in antibody, especially when the titre 
after Salk vaccination was 1:40 or more. In families 
with a total annual income of less than $3,500 (about 
£1,220) 53% of 74 susceptible contacts and 25°% of 76 
immune contacts became infected. Corresponding 
figures for families in higher income groups were much 
lower. In no case did the virus spread from a vaccinated 
adult, but the only adults vaccinated belonged to the 
higher income group. In poorer households homologous 
virus was recovered from the buttocks and hands of 
vaccinated individuals, and also from the kitchen floor. 
Spread of virus outside the household was observed, 
child visitors becoming infected after spending only 2 
hours with the vaccinated child. Natural infection with 
other enteroviruses, for example, Coxsackie B5, appeared 
to interfere with the spread of poliovirus. There was 
also a suggestion that infection with poliovirus inhibited 
an outbreak of illness due to E.C.H.O. virus Type 1. 

The efficacy of Sabin’s vaccines was again confirmed 
in this study. At no time was any illness caused by 
infection with the attenuated strains, and these also 
appeared to be less infectious than the “ wild” virus 
which, in a similar study, was found to spread to 90% 
of susceptible contacts. It is concluded that the most 
important single factor influencing spread of the virus 
was the socio-economic status of the family. 

Janice Taverne 
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166. Evaluation of the Health Hazards Involved in 
House-spraying with DDT 

H. R. WoxrFe, K. C. WALKER, J. W. ELuiott, and W. F. 
DuRHAM. West African Journal of Biological Chemistry 
[W. Afr. J. biol. Chem.] 3, 3-14, June [received Aug.], 
1959. 4 figs., 14 refs. 


The authors have attempted to assess the health hazards 
associated with the spraying of houses with insecticides 
in the control of insect vectors of disease. They em- 
phasize the greater toxicity of the newer insecticides 
dieldrin and diazinon and the need for protective cloth- 
ing when these are being used. The tests described in 
this paper, however, were carried out with DDT under 
controlled conditions in spraying the inside of houses. 
The skin exposure was measured by attaching absorbent 
pads to various parts of the operator’s body; for measur- 
ing potential respiratory exposure a respirator containing 
a filter pad was worn. In this way an éstimate was 
made of the milligrammes of DDT deposited per square 
foot (0-09 sq. m.) of skin surface per hour. A cape and 
hard hat with plastic transparent visor were found to 
afford the best protection during indoor spraying. 
Rubberized gauntlet gloves should also be worn. The 
importance of washing before eating or smoking, of a 
daily bath, and of washing contaminated clothing daily 
is also emphasized. John Pemberton 


167. A Method of Radiological Investigation in Pneu- 
moconiosis. (K 

A. I. Nests. Fueuena Tpyda u I] 
Sadonesanua [Gig. Truda prof. Zabolev.] 3 22-24, 
July-Aug., 1959. 3 figs., 6 refs. 


The author describes a method of investigation of 
coal-miners for the detection of pneumoconiosis, a 
method which in his hands has proved effective and 
economical both of time and of the amount of x-ray 
film used. ‘He considers that since radiological signs of 
the disease are first seen in the 3rd and 4th right inter- 
costal spaces a localized film of this area should be taken 
in every case. The reduction of scatter, by comparison 
with the ordinary straight postero-anterior film, gives 
better detail in this important area. In each case also 
he tests lung function by taking three exposures—in full 
inspiration, full expiration, and in the mid-position—of 
the basal areas of the lung fields in the mid-clavicular line. 
In this way he obtains a picture of the excursion of the 
diaphragm and also any evidence of basal emphysema, 
another important early sign of pneumoconiosis. 

The author then explains how the localized film of the 
right mid-zone and the three exposures in the lung 
function test are all taken on one plate of the size used 
for a conventional postero-anterior film of the chest 
(30x40 cm.). The localized film, in the form of a circle 
82 mm. in diameter, is sited to coincide with the heart 
shadow, while the 3 strips, each 1 x 18 cm., for the lung 


function test are situated at the top left-hand corner of the 
plate. The method of modifying the cassette, which is 
simple to carry out, is described and illustrations of 
typical films are presented. Basil Haigh 


768. The Distribution and Retention of Chromium in 
Men and Animals 

A. M. BAgTyeR, C. DAMRON, and V. BupAcZ. A.M.A. 
Archives of Industrial Health [A.M.A. Arch. industr. 
Hith] 20, 136-150, Aug., 1959. 3 figs., 19 refs. 


In the first part of this study, reported from Johns 
Hopkins University, Baltimore, the chromium concen- 
tration in human tissues was investigated by examining 
the lungs and, if possible, other organs of 16 men who had 
been employed in old chromate manufacturing plants. 
Of these subjects 11 had cancer of the lung, and the 
tissue specimens were obtained at the time of pneumo- 
nectomy or at necropsy. Separate figures are given for 
soluble chromium compounds and for acid-insoluble 
chromium (reflecting the exposure to chromite ore). 
The presence of cancer was not related to the concentra- 
tion of chromium found in the lungs, which was generally 
higher in the upper lobes and low in the larger bronchi 
where the cancer as a rule originated. The concentra- 
tion of soluble chromium in the tumours varied from 0 
to 1,151 yg. and that of acid-insoluble chromium from 
0 to 88 zg. per 10 g. of dry tissue. The tracheo-bronchial 
lymph nodes held corresponding stores of chromium. 
Acid-insoluble chromium was not found in any organ 
but the lungs, their lymph nodes, and the cartilage of the 
nose. An appreciable amount of soluble chromium 
was found in the lungs of 4 men who had not been 
occupationally exposed to chrome for the previous 2, 4, 
5, and 23 years respectively. This last man had been 
heavily exposed to chrome dust for only 2 years; never- 
theless 23 years later his lungs contained 295 yg. of soluble 
chromium and 353 yg. of insoluble chromium per 10 g. 
of dry tissue. Chromium was also found in his blood in 
amounts of 5-4 yg. in the cells and 2-0 yg. in the plasma 
per 100 g. of blood; there was none in the urine. In one 
chromate worker who had not been exposed to chrome 
for the previous 3 years the skin was found to contain 
119 yg. per 100 g. dry tissue, thus providing evidence of 
the ability of the skin to convert soluble chromium into 
an insoluble form and to retain it for several years. 

In the second part of the study the distribution of chro- 
mium in animal tissues was examined following the intra- 
tracheal injection of soluble chromates of sodium or 
potassium (hexavalent chromium) and of the soluble 
chromium chloride (trivalent chromium) in guinea-pigs. 
After the administration of hexavalent chrome it was 
shown that within 24 hours 13°% of the dose had been 
excreted in the urine, 11°% was retained in the lungs, 8% 
in the erythrocytes, and 1% in the plasma; small quan- 
tities were also found in the skin, muscle, spleen, and 
adrenal glands. In the spleen the chromium content 
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increased up to the 30th day, but thereafter gradually 
lessened. After 140 days chromium was retained only 
in the lungs and spleen. None was found in the bones. 
At 24 hours after the injection of trivalent chrome 45% 
of the dose was still held in the lungs and a small quantity 
was found in the spleen and in the blood, the concentra- 
tion being greater in the plasma than in the cells; none 
was found in the bones. The period of retention of this 
form was much longer than that of hexavalent chrome. 
In a study of solubility it was shown that contact with 
body tissues had altered the solubility of soluble chro- 
mates given by intratracheal injection 5 days previously 
so that the chrome remaining in the lungs had become 
inaccessible to saline. It would seem that chromium is 
either absorbed by, or combined with, tissue cells or 
converted into a water-insoluble, acid-soluble form, per- 
haps by reduction of the chromate. The absorption of 
chromium was tested by the immersion of guinea-pig 
lung and liver slices in Ringer’s solution containing either 
the trivalent chromic chloride or the hexavalent sodium 
chromate or potassium dichromate. Absorption was 
by asurface reaction. All the tissues took up the chromic 
chloride more quickly than the hexavalent compounds. 
There was no special affinity of the lung tissue for chrome, 
the liver slices behaving similarly. During the test there 
was an accompanying reduction of the chromate and 
bichromate in the Ringer’s solution. The literature is 
reviewed. M. A. Dobbin Crawford 


769. State of Health of Tobacco Workers. Investiga- 
tion in a Modern Factory. (Sulle condizioni di salute 
delle lavoratrici del tabacco. Inchiesta in un moderno 
stabilimento). 

N. Lioma. Folia medica [Folia med. (Napoli)| 42, 930- 
947, Aug. [received Oct.], 1959. 1 fig., 47 refs. 


In view of the reported association between smoking 
and cancer the author, working at the Institute of 
Industrial Medicine of the University of Naples, has 
investigated the health of 180 female workers in a tobacco 
factory of modern construction. The women were em- 
ployed, during the colder months only, in sorting the 
dried leaves into classes in one large room. The dust 
content of the atmosphere of the workroom was mea- 
sured with “ midget impingers ’’, and agar plates were 
exposed to ascertain the type of organisms present. In 
addition all the employees, whose age ranged from 10 to 
60 years, underwent a clinical and chest x-ray examin- 
ation. The length of employment varied from one to 
13 years, but most of the women had been exposed to 
tobacco dust for 10 years or more. 

The clinical and radiographic examinations showed no 
excessive morbidity compared with the general popula- 
tion, although in view of the reported effect of tobacco 
on the genital system it is of interest that the abortion 
rate appeared to be double that found before starting 
such work. However, the author attributes this to the 
sedentary nature of the work rather than to the effects of 
tobacco. Aspergillus niger was recovered from 129 of 
the 218 agar plates exposed. In spite of this finding 
[which may have had some relation to the presence of 
radiological evidence of active or previous chest disease 


in 20-6% of the workers] the author concludes that work 
in a modern tobacco factory does not expose the opera- 
tives to any occupational risk. W. K. Dunscombe 


770. Ambient Conditions and Occupational Diseases of 
Bakery Workers. (Studio sulle condizioni ambientalj ¢ 
sulla patologia professionale nei laboratori artigiani delle 
fabbricazione del pane) 

A. GRANaTI and C. Capone. Folia medica [Folia med. 
(Napoli)} 42, 948-965, Aug. [received Oct.], 1959. 3 figs., 
14 refs. 


The authors of this paper from the University of Rome 
point out that even with modern apparatus work in 
bakeries is very fatiguing. In Italy the present laws 
require that in towns of more than 20,000 inhabitants 
the kneading of the dough and the separation into loaves 
must be done mechanically, while in towns of more than 
10,000 inhabitants the opening of new bakeries not 
provided with such apparatus is prohibited. However, 
even with modern buildings and apparatus occupational 
diseases are liable to be associated with the ambient con- 
ditions and methods of working which, particularly in 
small bakeries, may react unfavourably on the employees. 
They then report the results of an investigation carried 
out in 15 bakeries in Rome where, in addition to a 
study of the ambient conditions with the katathermometer 
and psychrometer, a number of operatives were examined 
clinically. The bakehouses were all sited on the ground 
floor, and floor area and minimum height were satis- 
factory. The katathermometer and psychrometer read- 
ings were within normal limits during the day, but were 
unsatisfactory at night. All 15 bakeries had electric 
dough mixers and 4 had automatic loaf separators; in 
4 the ovens were fired by wood or coal and in the rest by 
electricity. The shifts worked were from 4 a.m. to 
noon, sometimes with overtime from 4 to 6 p.m. 

Altogether 25 employees aged 15 to 73 years were 
examined clinically. Their length of employment varied 
from 6 months to 56 years. The most frequent disabili- 
ties found were in the respiratory tract and the loco- 
motor system; 11 subjects had a history of recurrent 
bronchitis and 14 had a past or present history of lumbo- 
sacral pain. Eczema, in the form of an erythemato- 
vesicular eruption on the hands and in the interdigital 
spaces, was found in only 2 cases, and skin tests with 
washed flour gave negative results in the other 23. 
Chest radiographs showed nothing significant or specific, 
and the recurrent bronchitis is put down to the ambient 
conditions. All the 14 workers with lumbo-sacral pain 
gave a history of numerous painful episodes, sometimes 
with sciatica, particularly frequent in cold weather. or 
when working under pressure. Flexion and extension of 
the spine were painful or limited and radiographs showed 
lipping of the vertebral bodies with marginal osteophytes. 
These changes are considered to be due to the fact that 
the work involves much standing, often with repeated 
movements of flexion, extension, and rotation of the 
trunk with the lumbo-sacral region acting as the fulcrum. 

The authors reached the following conclusions. (1) 
The general hygiene and ambient conditions were satis- 
factory. (2) Rapid changes of temperature, however, 
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do occur in bakeries in spite of the present-day ameliora- 
tion of conditions. (3) No definite evidence of an 
increased incidence of allergic conditions of the skin or 
the respiratory tract was found. (4) The main.occupa- 
tional diseases—chronic bronchitis and degenerative 
vertebral joint changes—are referable to ambient and 
postural factors. W. K. Dunscombe 


711. Generic and Specific Preventive Measures in Cer- 
tain Specialized Aeronautical Work. (Misure preventive 
generiche e specifiche relative ad alcune lavorazioni 
speciali aeronautiche) 

U. Durante. Folia medica [Folia med. (Napoli)| 42, 
985-995, Aug. [received Oct.], 1959. 6 refs. 


The author states that of the 42 occupational diseases 
at present recognized for compensation purposes in 
Italy, at least 22 must be taken into account in aircraft 
maintenance work. In the special field of rocket- 
propelled aircraft and missiles new hazards arise. Thus 
if the fluids used in hydraulic and servo controls become 
overheated they may give rise to symptoms resembling 
those of carbon monoxide poisoning. Moreover, rocket 
propellants may contain highly noxious and toxic mix- 
tures of substances, the combined effects of which have 
not been studied, although the action of the individual 
components is fairly well known. Such propellants can 
be divided into 2 classes—‘ carburants ”’, consisting of 
mixtures of aniline, xylidine, and furfurol (but not benzine 
or other petrol derivatives), and ‘* oxidants ”’, which are 
the nitrous fumes developing from nitric acid as a result 
of the high temperatures reached in the special com- 
bustion chambers. The intensely irritating action of 
nitrous fumes on the respiratory tract is well known, as 
also is the action of aniline on the skin, liver, blood, and 
bladder. Xylidine has a specific toxic action on the liver 
and also causes anaemia and methaemoglobinaemia, 
though to a lesser extent than aniline. However, the 
degree of cyanosis and the amount of methaemoglo- 
binaemia are not truly indicative of the gravity of xylidine 
poisoning, so that in any case of suspected poisoning by 
this substance liver function tests should always be carried 
out as well as blood examination. 

Preventive measures in such work must be particularly 
strict and detailed. The employees must be carefully 
selected and made thoroughly aware of the risks and of 
the precautions necessary. Regular 3-monthly clinical 
examinations of all those working with propellants 
should be carried out, and any with anaemia, liver 
damage, or other evidence of toxic effects removed from 
their work. An employee should never be allowed to 
work alone where these fluids are being used. Shower 
baths must be placed at strategic points so that anyone 
who has come into contact with such liquids can wash 
them off immediately. If the eyes have been affected he 
Should be sent to hospital. All employees should take a 
Shower after finishing work. Meticulous attention 
should be paid to the wearing of proper protective cloth- 
ing, with gas masks where necessary, and since familiarity 
breeds contempt any negligence or breach of the regula- 
tions should involve a heavy fine. Sufficient workers 
should be employed to permit changes of work. 


[The subject of rocket propellants is still a closed 
book to most, so that any paper which can throw some 
light on the possible occupational risks is of value.] 

W. K. Dunscombe 


772, The Cardiovascular System in Chronic Carbon 
Monoxide Poisoning. (L’apparato cardiovascolare nell’ 
ossicarbonismo cronico) 

G. GRaZIANI and L. Rossi. Folia medica [Folia med. 
(Napoli)] 42, 909-923, Aug. [received Oct.], 1959. 3 figs., 
12 refs. 


Whereas the effects of acute carbon monoxide poison- 
ing on the cardiovascular system are attributable to myo- 
cardial asphyxia, the mechanism of the effect of chronic 
exposure to small amounts of CO remains obscure 
despite numerous investigations. In this paper from the 
Institute of Industrial Medicine of the University of 
Naples the authors report a further study in which they 
examined 133 workers at a gas works. The electro- 
cardiogram (ECG), which was recorded in all cases, 
showed abnormalities in 26—evidence of left ventricular 
hypertrophy in 11, disturbances of conduction (incom- 
plete right bundle-branch block) in 6, atrial damage in 5, 
coronary insufficiency in 4, and either ventricular or 
supraventricular extrasystoles in 4. In all, 47 men had 
either clinical or ECG evidence, or both, of some form of 
cardiovascular (C-V) disorder. Most were in the 41 to 
60 age group, but the authors emphasize that C-V dis- 
orders due to chronic CO poisoning are not confined 
to the older workers. Of the 59 employees who had 
suffered from acute CO poisoning at least once in the 
past, 24 had evidence of C-V disorders, while of the 
remaining 74, 23 showed C-V changes. The blood CO 
content was determined in 123 persons, from which it 
appeared that the higher the blood CO level, the greater 
the effect on the C-V system, though this was not true 
of those with a history of acute poisoning, of which the 
C-V changes could be regarded as sequelae. Although 
a study of 109 persons with between one and 40 years’ 
service suggested that prolonged exposure to risk was 
associated with increased morbid changes, it is pointed 
out that those with the longest service were also the 
oldest, so that no conclusion could be drawn from this 
finding. 

The main conclusions reached were as follows. (1) 
There was no statistically significant difference in blood 
CO level between those with and those without a history 
of previous acute exposure. (2) Morbidity was highest 
among those with a history of acute exposure and those 
with high blood CO levels. (3) There was no conclusive 
evidence of a relation between duration of exposure to 
risk and cardiopathy. (4) Serious cardiac disorder was 
not seen, nor was there any evidence that chronic CO 
poisoning has any specific effect on the C-V system, 
though in those with a history of acute poisoning and 
those with a high blood CO content the incidence of 
coronary insufficiency was higher than the average. The 
authors consider, however, that gas workers are especially 
exposed to risk of cardiopathy due to inhalation of air 
contaminated with CO. Possibly the avidity of myo- 
globin for CO is an important factor. 

W. K. Dunscombe 
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773. The Effect of Repeated Doses of Suxamethonium 
in Man 

J. P. PAYNE and M. H. HoL_mpAuHL. British Journal of 
Anaesthesia (Brit. J. Anaesth.| 31, 341-347, Aug. [received 
Oct.], 1959. 7 figs., 17 refs. 


Conflicting reports of the occurrence of a tachyphy- 
laxis following repeated doses of suxamethonium 
prompted an investigation of the neuromuscular activity 
of this drug during anaesthesia, the subjects being 23 
healthy adults undergoing herniorrhaphy or interval 
appendicectomy. 

After induction of anaesthesia with thiopentone and a 
minimum dose of suxamethonium for intubation the 
patient was stabilized on N2O and oxygen supplemented 
by a trace of trichorethylene for 30 minutes. A square 
wave pulse of 0-5 millisecond duration, 70 to 100 volts, 
was applied to the right ulnar nerve at 10-second intervals 
throughout the operation, the resultant twitches of the 
two ulnar fingers being recorded by a myograph. A dose 
of 10 mg. of suxamethonium in 10°% solution was given 
by intravenous injection at regular intervals in 20 cases 
and by slow infusion in 3 cases. 

A consistent observation was the absence of any initial 
stimulation following the injection of suxamethonium, 
in direct contrast to the reaction seen in cats. In 11 of 
the 20 cases there was an increase in resistance to the 
neuromuscular blocking action of intermittent suxa- 
methonium of 10 to 50°, while in 3 cases the increase 
was over 50%; there was no substantial change in 
response in the remaining 6 cases. In the 3 cases in which 
an infusion was given resistance gradually developed 
after a short latent period. 

The authors briefly review recent work on the chemical 
characteristics and mode of action of suxamethonium 
and suggest [although only tentatively] that tachyphy- 
laxis may be promoted by a combination of the chemical 
properties of the drug and the properties of the motor 
end-plate. 

[It is to be hoped that the authors will now, as they 
originally planned, assess the effects of carbon dioxide 
on the action of suxamethonium in human beings.] 


Michael Kerr 


774. Anaesthesia with Hydroxydione (Presuren) 

R. Bryce-SmitH. British Journal of Anaesthesia (Brit. 
J. Anaesth.) 31, 262-268, June [received Aug.], 1959. 
3 figs., 15 refs. 


The author describes, from the United Oxford Hospitals, 
his experience with the use of the ‘water-soluble sodium 
hemisuccinate of hydroxydione (“ presuren ’’) in anaes- 
thesia. This steroid, unlike earlier preparations, can 
be given in a single intravenous injection of up to 1 g. 
in 2-5, 5, or 10% solution and with it the incidence of 
venous thrombosis is lower. On the basis of over 200 
administrations the author reports that unconsciousness 


occurred 4 minutes after injection, the maximum effect 
appearing in a further 2 to 3 minutes. Pain resulted in 
35°% of 200 cases and was accompanied by venous spasm 
and thrombophlebitis in 3-5%; the latter, however, 
quickly responded to conservative measures. Rapidity 
of injection into a large vein reduced these complications, 
the concentration of the drug and the temperature of the 
solution playing little part. 

The effect on respiration was studied with a low-resist- 
ance dry-gas meter connected to the ‘expiratory side of a 
unidirectional valve to measure minute volume and 
respiratory rate, from which the average tidal volume 
was obtained. Measurements were made on 50 patients 
receiving “ heavy” premedication (21-6 mg. of papa- 
veretum and 40 mg. of scopolamine) and in 50 receiving 
** light ” premedication (pethidine 50 mg. and atropine 
0-65 mg., or atropine alone). In the first group a fall in 
minute volume of about 30°% occurred, but in the second 
a fall in minute volume with a rise in respiratory rate was 
seen. When hydroxydione was given to 3 patients who 
had previously suffered from poliomyelitis all 3 showed 
marked respiratory depression, which in 2 proceeded to 
apnoea. The effect of the steroid on the cardiovascular 
system was to produce an average fall in the systolic 
blood pressure of 20 mm. Hg and a variable rise or fall 
in the pulse rate of about 10 per minute. Muscle relax- 
ants appeared to be required in smaller dosage after 
hydroxydione, and halothane produced marked respira- 
tory depression and hypotension. Nitrous oxide, tri- 
chlorethylene, and ether were used uneventfully after 
induction with hydroxydione, and laryngeal reflexes 
appeared to be depressed by the steroid so that laryngo- 
scopy and even intubation could be carried out. 

Postoperatively the patients reported a sense of well 
being, but if hydroxydione was given together with 
other drugs recovery might be delayed. Vomiting 
occurred in 10°% and was slightly more common in those 
receiving papaveretum as premedication. 

The author suggests that hydroxydione may be of 
particular value in the resistant alcoholic patient in 
whom the barbiturates often produce excitement, and 
also, in combination with cocainization of the larynx, 
for patients undergoing laryngoscopy and bronchoscopy, 
allowing spontaneous respiration during the procedure. 

Raymond Vale 


775. The Pharmacokinetics of Halothane (Fluothane) 
Anaesthesia 

W. A. M. Duncan and J. Raventés. British Journal 
of Anaesthesia [Brit. J. Anaesth.] 31, 302-315, July 
[received Oct.], 1959. 8 figs., 32 refs. 


The absorption, distribution and elimination of halo- 
thane has been studied using rats and mice. The results 
of these experiments show that: 

(1) The anaesthetic is rapidly absorbed during 
induction. 
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(2) The concentration of halothane in the arterial 
blood reaches an equilibrium with the inhaled concen- 
tration in a relatively short time, after which it remains 
constant. 

(3) The concentration of halothane in the brain and 
liver increases slowly during anaesthesia, whereas there 
is a more rapid accumulation of the anaesthetic by the 
adipose tissue. It is estimated that some 20 to 30 hours 
of anaesthesia with 1-5°% v/v halothane would be 
required to saturate the adipose tissue with the agent. 

(4) As the brain does not absorb large amounts of 
halothane and because of the low blood/gas partition 
coefficient of this anaesthetic, the recovery from anaes- 
thesia is more rapid than with ether or chloroform. 

(5) The halothane fixed in the body during anaesthesias 
of 3 hours’ duration is completely eliminated in 9 to 10 
hours. 

(6) Because of the fixation of halothane by the tissues 
there is no build-up in the concentration of halothane in 
the circuit during closed-circuit anaesthesia. 

(7) Attempts to demonstrate metabolic products of 
halothane were unsuccessful and it is assumed that it is 
not metabolized.—[Authors’ summary.] 


716. Circulatory Changes Accompanying Respiratory 
Acidosis during Halothane (Fluothane) Anaesthesia in Man 
G. W. Brack, H. W. Linpe, R. D. Dripps, and H. L. 
Price. British Journal of Anaesthesia (Brit. J. Anaesth.] 
31, 238-246, June [received Aug.], 1959. 4 figs., 12 
refs. 


This paper from the University of Pennsylvania de- 
scribes the effect of halothane on cardiac rhythm, arterial 
blood pressure, and heart rate with normal and raised 
levels of alveolar carbon dioxide tension (pCOz2) in 15 
subjects (14 females) aged 15 to 49 years who were 
undergoing minor surgical operations. Without previ- 
ous premedication the subjects were given 15 litres of 
oxygen per minute for 5 to 10 minutes through a non- 
rebreathing system and halothane then given from a 
vaporizer. Observations were- made over a 3-hour 
period before the operation began. The concentration 
of inspired halothane was measured with a calibrated 
thermal conductivity roll and the pCO» in end-expired 
air was measured with a Liston—Becker infra-red analyser, 
using a microcatheter technique. In 14 cases the intra- 
arterial blood pressure before and after induction was 
measured, while the electrocardiogram (ECG) and CO2 
concentration were recorded continuously on a Grass 
polygraph. Halothane concentrations ranged between 
0-4 and 2:5%, a steady concentration being maintained 
for 20 minutes to achieve stable anaesthesia. Carbon 
dioxide to produce hypercarbia was then added until 
ventricular arrhythmias appeared, and was maintained 
for up to 25 minutes. 


With the pCO> in the normal range cardiac rhythm - 


was normal except for depression of the P wave in 3 
cases and S-T elevation or depression in 2. With 
spontaneous unassisted respiration the higher anaes- 
thetic concentration produced higher pCOz levels. In 
the presence of hypercarbia atrioventricular nodal 
rhythm, ventricular extrasystoles, and multifocal ven- 
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tricular tachycardia occurred in each subject and in 36 
of 38 trials. These occurred at a reproducible pCO, 
threshold for each subject, the average being 92 mm. Hg. 
Ventricular arrhythmia disappeared on reducing the 
pCO, to an average level of 72 mm. Hg. Before the 
induction of anaesthesia the heart rate in the 15 subjects 
averaged 78 per minute, and the blood pressure 91 mm. 
Hg. Slowing occurred in 9 cases during induction and 
the blood pressure fell, though not in correlation with the 
concentration of halothane inspired. Elevation of the 
pCO, increased the heart rate in all 15 patients, but 
the blood pressure rose in only 9, a fall occurring in 4, 
which in one was so marked that CO, administration 
was stopped. The arrhythmia threshold to pCO) was 
significantly higher, the lower the mean arterial blood 
pressure before hypercarbia was produced. When the 
pCO> fell to normal levels the minimum blood pressure 
averaged 69 mm. Hg and, except in 3 patients, never 
fell as much as 10 mm. Hg below the pre-hypercarbia 
level. 

The authors finally discuss the differences between 
the production of arrhythmias in halothane and in 
cyclopropane anaesthesia. In both cases raised pCO2 
levels initiated ventricular arrhythmias, but with cyclo- 
propane the pCO, threshold is lower; also the higher the 
concentration of cyclopropane, the lower the pCO 
required, while arrhythmias sometimes failed to disappear 
even when the pCO> was reduced. The authors suggest 
that this difference may arise from the fact that halo- 
thane does not produce so great a sympatho-adrenal 
response as cyclopropane, nor is the response increased 
by hypercarbia. Raymond Vale 


777. The Significance of Changes in the Electrocardio- 
gram in 

D. Ems.ie-SmitH, G. E. SLADDEN, and G. R. STIRLING. 
British Heart Journal [Brit. Heart J.| 21, 343-351, July 
[received Sept.], 1959. 6 figs., 24 refs. 


In 1938 Tomaszewski published electrocardiograms 
from an accidentally frozen patient which showed an 
extra, slowly inscribed deflection between the QRS 
complex and the early part of the S-T segment. This 
deflection has since been observed by several workers 
both in patients and animals deliberately cooled. The 
opinion has been expressed by Osborn (Amer. J. Physiol., 
1953, 175, 389), and since repeatedly quoted, that it 
represents a current of injury caused: by acidosis and 
that it heralds ventricular fibrillation and is a bad prog- © 
nosticsign. This paper from the Baker Medical Research 
Institute and Alfred Hospital, Melbourne, now reports 
the results of experiments on 10 human subjects and 47 
dogs designed to test the validity of this assumption. 
Hypothermia was induced by skin cooling, when the 
characteristic extra deflection was invariably seen in 
multiple-lead electrocardiograms, being biggest and 
directed upward in leads related to the left ventricle. 
Involving as it does the junction (J) of the QRS and T 
loops in the vectorcardiogram, it may be conveniently 
termed the “J deflection”. It grows in size as the 
temperature falls (occasionally exceeding in height the 
R wave in Lead V3) and when it is very high the T wave 
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becomes inverted. It disappears on warming. The 
pattern obtained from the ventricular epicardium in 
hypothermic dogs resembles that recorded in the left 
precordial leads of those patients with the severest 
changes. Other abnormalities which regularly occur with 
fall of temperature are slowing of the heart rate and 
prolongation of P-R and QTc. 

No correlation was found between the time of onset 
or the severity of the changes and the onset of auricular 
or of ventricular fibrillation. The characteristic deflec- 
tion appears irrespective of the rhythm or the pH of 
arterial blood. 

The authors conclude that, whatever its cause, the 
J deflection will invariably be found in hypothermia if 
sought with suitable leads, and that it is valueless as a 
warning of impending ventricular fibrillation. 

T. Semple 


778. Air Passage through the Hypopharynx in Uncon- 
scious Patients in the Prone Position. [In English] 

E. ASMUSSEN, A. HAHN-PETERSEN, and T. ROSENDAL. 
Acta anaesthesiologica Scandinavica [Acta anaesth. 
scand.| 3, 123-127, 1959. 3 figs., 2 refs. 


The air passage through the hypopharynx was studied 
radiographically in 9 anaesthetised and curarised patients 
and in 8 conscious subjects in the prone position, with 
the head placed either in the normal position or with 
maximal extension in the atlanto-occipital joint. In 6 
of the unconscious and 5 of the conscious individuals, 
the hypopharynx was obstructed (the sagittal diameter 
at the second cervical vertebra was zero) when the head 
was in the normal position. With maximal extension of 
the head in the atlanto-occipital joint, the air passage 
through the hypopharynx was found to be unobstructed 
in all the individuals studied.—[Authors’ summary.] 


779. Rebreathing during Controlled Respiration with 
the Magill Attachment 

M. K. Sykes. British Journal of Anaesthesia [Brit. J. 
Anaesth. 31, 247-257, June [received Aug.], 1959. 
8 figs., 7 refs. 


Writing from the Postgraduate Medical School of 
London the author emphasizes the dangers of using the 
standard Magill attachment for controlled respiration 
and describes the results of doing so as shown experi- 
mentally on a model lung, which was used to eliminate 
many variables. The reservoir bag was enclosed in a 
bottle, a cylinder of compressed air replacing the flow 
of anaesthetic gases, and the lungs were represented by 
a rubber bellows into which 200 ml. of CO per minute 
was introduced. The respiratory valve mount was con- 
nected to the bellows by a tube with a volume of 150 ml., 
representing the dead space, from which sampling through 
side-tubes was possible. Tidal volume (the mean of 3 
readings) was measured by diverting gases into a spiro- 
meter and a 3-way tap situated between the valve mount 
and the dead space. The bellows were given a functional 
residual capacity of 900 ml. by using a fixed stop, and 
between the limits of 0 to 1,300 ml. of inflation the static 
compliance was linear at 65 ml. per cm. H2O. Spon- 
taneous respiration was produced by a pump working 


ANAESTHETICS 


parallel, connected, identical bellows, and intermittent 
Positive pressure respiration (I.P.P.R.) was produced by 
applying the pump to the bottle containing the reservoir 
bag. The mass spectrometer was used for continuous 
analysis of gas samples from the side-tube, the volume 
of gas removed being less than 30 ml. per minute. 
Alveolar plateaux demonstrated satisfactory a in 
the bellows. 

During “‘ spontaneous respiration” the air inflow 
was 10 litres per minute, CO2 output 200 ml. per minute, 
and the respiratory rate 15 per minute; the observed 
alveolar” CO> levels approximated to the theoretical 
values at normal tidal volumes, though not at low tidal 
volumes at which the “cone front effect’ occurred. 
During I.P.P.R. at tidal volumes below 300 ml. the 
“* alveolar”. CO2 levels were close to the theoretical 
curve for spontaneous respiration, but at higher tidal 
volumes the CO2 concentrations were higher, the differ- 
ence being 30% at the highest tidal volume recorded. 
Decreasing the flow rate from 10 litres to 5 litres per 
minute with “spontaneous” respirations produced a 
rise in the CO level, and a very marked rise with I.P.P.R. 
Increasing the flow rate produced a fall in the CO> level, 
but even at 20 litres per minute the “ alveolar’ CO, 
level was still raised above its theoretical value for spon- 
taneous respiration. 

The inspired CO2 concentration was investigated by 
substituting a pneumotachograph for the 3-way tap and 
taking samples from between this and the valve mount. 
Electrically integrated recordings for inspiratory volume 
and CO> concentrations were then obtained, from which 
the total volume of CO> in each breath could be deter- 
mined. Ata fresh gas flow of 10 litres a minute and low 
tidal volumes, volumes of CO, inspired were small. 
With increase of tidal volume, decrease of fresh gas flow, 
and the use of I.P.P.R. much larger volumes of CO, 
were inspired. Sampling at increasing distances down 
the corrugated tube joining the valve mount to the 
reservoir bag showed that the peak CO 2 end-expired 
levels became smaller as the distance from the valve 
increased. The CO 2 concentration was then observed 
with the tip of the sampling catheter resting opposite 
the valve seating and 2 mm. distant from the edge of the 
valve. During spontaneous respiration at high tidal 
volumes the peak when the valve opened was the same as 
the alveolar plateaux, and at lower tidal volumes the 
peak was approximately 4 of the alveolar concentration. 
During I.P.P.R. two peaks were seen, the first, smaller, 
peak corresponding to opening of the valve and elimina- 
tion of expired gas mixed with some fresh gas, the second, 
which occurred at the start of expiration, being due to the 
passage of alveolar gas before the valve closed. 

Confirmatory clinical studies carried out on 3 volun- 
teer patients are described and the author concludes by 
repeating that the Magill attachment should not be 
used for assisted or controlled respiration. 

Raymond Vale 


780. The Rapid Measurement of Respiratory Pressures 
and Volumes 

D. W. Hut. British Journal of Anaesthesia (Brit. J. 
Anaesth.) 31, 352-358, Aug., 1959. 8 figs., 19 refs. 


| 
781. 
cranial 
q T. M. ] 
Archiv 
July, 1 
The 
as derr 
are di 
obtain 
seen a 
q aracht 
: cases | 
ing 15 
were 
of hae 
the ca 
of sut 
ing 
a pitu 
: in pat 
4 after 
1 to 
after 
any ¢ 
sclerc 
preve 
hemi 
as fre 
The | 
of ps 
It: 
4 Whe 
Whe 
there 
[T 
: rathe 
may 
mince 
5 782. 
of ti 
Cok 
K. | 
| Rad 
10 f 
tina 
; side 
fo 
fror 


Tree ES 


Radiology 


. Cerebral Vasospasm in Angiography for Intra- 
cranial Aneurysms 
T. M. Ftetcuer, J. M. TAVeRAS, and J.L.Poot. A.M.A. 
Archives of Neurology [|A.M.A. Arch. Neurol.} 1, 38-47, 
July, 1959. 7 figs., 18 refs. 


The incidence and significance of cerebral vasospasm 
as demonstrated at angiography for intracranial aneurysm 
are discussed with reference to cerebral angiograms 
obtained in 100 consecutive cases of intracranial aneurysm 
seen at the Neurological Institute of New York. Sub- 
arachnoid haemorrhage had occurred in 85 of the 100 
cases before angiography was carried out; in the remain- 
ing 15 either aneurysms were found incidentally or there 
were symptoms suggesting aneurysm without a history 
of haemorrhage. 

Diffuse or localized spasm was demonstrated in 39 of 
the cases, and in all except one of these there was a history 
of subarachnoid haemorrhage. In the exception, narrow- 
ing of the internal carotid artery was found adjacent to 
apituitary adenoma. The incidence of spasm was lower 
in patients subjected to angiography more than 3 weeks 
after subarachnoid haemorrhage than in those examined 
1 to 2 weeks afterwards. The incidence fell sharply 
after the age of 50 years. Spasm was not present in 
any of the 9 patients with localized changes of arterio- 
sclerosis, suggesting that the latter disease may have 
prevented vasospasm. Coma or stupor, aphasia, and 
hemiparesis occurred twice and papilloedema five times 
as frequently in patients with spasm as in those without. 
The mortality was very much lower in the latter group 
of patients, in some of whom there was no history of 
subarachnoid haemorrhage. 

It is concluded that recognition of vasospasm in these 
cases is of particular value in prognosis and management. 
When an aneurysm fails to fill with contrast medium or 
there are multiple aneurysms the presence of vasospasm 
may be a guide to the site of the haemorrhage. 

[The incidence of vasospasm (39%) in this series is 
rather higher than that usually encountered, but this 
may be due, at least in part, to the inclusion of very 
minor degrees of narrowing of the lumen of the vessel.] 

Arnold Appleby 


782. Intravenous Pro-banthine in Diagnostic Radiology 
of the Gastrointestinal Tract with Special Reference to 
Colonic Diseases 

K. LumspeEn and S. C. TrueLove. British Journal of 
Radiology (Brit. J. Radiol.] 32, 517-526, Aug., 1959. 
10 figs., 6 refs. 

Propantheline bromide, an anticholinergic drug, has 
been found to have selective action on the gastro-intes- 
tinal tract when given in a dose which causes little or no 
side-effects in other systems; this action can be used in 
diagnostic radiology to differentiate spasm of the bowel 
from organic disease. The authors of this paper from 
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the Radcliffe Infirmary, Oxford, describe the use of 
propantheline (30 mg. intravenously) in barium-enema 
examinations in 40 cases of suspected colonic disease. 

The drug is of value in four groups of cases: (1) Those 
in which routine barium-enema examination shows a 
complete colonic block; here propantheline will relieve 
muscle spasm and permit differentiation of this con- 
dition from an organic obstruction such as carcinoma 
or fibrous stricture. All 7 patients in whom a block 
persisted had organic disease—carcinoma in 4 and 
diverticulitis with marked inflammatory thickening of 
the bowel wall in 3. (2) Cases in which narrowed seg- 
ments of bowel in ulcerative colitis or regional enteritis 
may be due to fibrous stricture or spasm, when propan- 
theline will relax the spasm. (3) In cases of spastic 
colon due to functional disturbance; the drug will relax 
the spasm and permit radiological differentiation of the 
condition from organic disease. (4) In cases of ulcerative 
colitis propantheline will cause dilatation of the colon, 
prevent diarrhoea, and allow the retention of a thera- 
peutic enema containing hydrocortisone. The drug has 
an atropine-like action, but side-effects in the authors’ 
series were slight. Some dryness of the mouth and 
blurring of vision may occur temporarily, and in one case 
there was transient retention of urine. The drug should 
not be used for patients wee chronic glaucoma. 

Michael C. Winter 


783. Modification of Late Radiation Injury with L- 
Triiodothyronine 

A. S. GLICKSMAN, R. W. Rawson, and J. J. NICKSON. 
Radiology [Radiology| 73, 178-190, Aug., 1959. 16 
figs., 10 refs. 


The authors of this paper from the Memorial Center 
and the Sloan-Kettering Institute, New York, postulate 
that late radiation injury is a dynamic process and may 
therefore be reversible by treatment. Having noticed 
that the production of hyperthyroidism seems to have a 
beneficial effect on post-irradiation changes in patients 
with carcinoma of the thyroid, they have investigated 
the effect of L-triiodothyronine (T-3) in the management 
of established radiation damage. From a group of 75 
patients with such lesions between 2 and 30 years after 
irradiation, those with residual or recurrent neoplastic 
disease, those who had partial or complete surgical 
removal of the areas used for evaluation, and those not 
completing the whole trial were excluded, leaving 53 
for study. A double-blind method was used [but few 
details of the procedure are given]. The investigation 
extended over 2 years. 

T-3 was given in doses of 25 yg. twice a day, the dose 
being increased at weekly intervals, if tolerated, until 
100 xg. twice a day was being given. Patients over 70 
years of age and those with coronary disease started at 
12-5 pg. twice daily. In 5 cases T-3 was abandoned 
because of its toxic effects. 
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Three conditions were studied—ulceration, fibrosis, 
and pulmonary fibrosis. The progress of ulceration 
was followed by measuring the circumference of the 
ulcer, a “‘ Starrett pinchometer”’ was used to estimate 
resilience of tissues, and where applicable arthrometry 
and pulmonary function studies were performed. 

The response was regarded as excellent when complete 
healing took place, good when there was steady, 
progressive healing with minimal residual changes, and 
fair when healing was slower, with persistent residual 
changes. The results claimed are as follows. 


Type of No. of , No Change 
Change Canes Excellent Fair or Worse 
Ulcers 33 10 18 4 1 
Fibrosis 16 4 7 2 3 
Pulmonary 
fibrosis 4 — 1 1 2 
Total 53 14 26 7 6 


A number of illustrative case histories, including 
metabolic data, are presented. The authors conclude 
that over 50°%% of their cases show benefit from T-3 and 
state that they are now investigating the value of other 
thyroid hormones. I. D. H. Todd 


784. Radio-active Implantation of the Pituitary 

A. P. M. Forrest, D. W. BLair, D. A. PEEBLES BROWN, 
H. J. Stewart, A. T. SANDISON, R. W. HARRINGTON, 
J. M. VALENTINE, and P. T. Carter. British Journal of 
Surgery (Brit. J. Surg.] 47, 61-70, July [received Sept.], 
1959. 9 figs., 31 refs. 


During a recent 4-year period at the Western Infirmary, 
Glasgow, three methods of implanting radioactive 
material into the sella turcica have been used to destroy 
the pituitary gland in patients with advanced malignant 
disease. 

In 45 cases, including 36 of breast cancer, treatment 
took the form of radon implants; regression of the 
disease was observed in 10 of the 36 patients with 
breast cancer, but none of the 9 with other forms of 
advanced malignant disease showed improvement. 
Visual disturbances, some occurring late, developed in 
8 cases; these were thought to be due to excess radiation 
of the chiasma. Rhinorrhoea developed in 2 cases and 
meningitis in one case. Implantation of rods of radio- 
active yttrium (9°Y) was used in 53 cases of breast cancer; 
there was improvement in 9 out of the 28 cases included 
in the present series, but when implantation followed 
adrenalectomy no improvement was observed. Dis- 
turbances of vision, which were not progressive, occurred 
in 5 cases and rhinorrhoea in 10; polyuria was common 
but temporary. Finally, a modification of the latter 
technique was used in a group of 42 cases, the rods of 
9°Y being encased in a nylon tube with a stainless steel 
screw at its base. The authors consider that it is easier 
to achieve complete destruction of the gland with this 
method. The general condition of the patients in this 
group precluded adequate assessment of the clinical 
results. Visual changes developed in 2 cases, while 
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rhinorrhoea developed in 3 given a dosage of 13-8 to 
14-5 mc. It is considered that complications can be 
avoided with a dosage of 9-0 to 9-2 mc. Post-mortem 
examination revealed 100°% destruction of the pituitary 
gland in one of 20 cases treated by implantation of 
radon and in 4 out of 23 cases treated by implantation 
of 9°Y, the destruction being over 90% in the remaining 
cases in this latter group. Of the cases treated by the 
technique of screw implantation of 9°Y, 5 showed 100% 
destruction of the gland and the remainder 98°% destruc- 
tion. E. D. Jones 


785. The Effect of Combined Irradiation and Chemo- 
therapy on Cancer Growth, with Special Reference to 
Studies with Folic Acid Analogues 

M. K. Loken, Y. S. Kim, D. G. Mosser, and J. F, 
MARVIN. Radiology [Radiology] 73, 166-174, Aug., 
1959. 3 figs., 16 refs. 


The authors report a series of investigations into the 
effect of combining radiation with the administration of 
folic acid antagonists in the treatment of mammary 
carcinoma in mice which were carried out at the Uni- 
versity of Minnesota Hospital, Minneapolis. The in- 
vestigations extended over 4 years. Male mice were 
preferred when available, and strain-specific transplant- 
able mammary carcinoma, originally arising spontane- 
ously in the stock, was used. Four folic acid antagonists 
were employed—the 3 pteroyl glutamic acid derivatives 
aminopterin, methotrexate, and aminoteropterin, and 
also pteroyl aspartic acid (“‘ an-fol-A”’). The effect of 
administering the agents immediately before whole- 
body irradiation of normal mice was first studied and 
then the effect of giving the agents immediately before 
the local irradiation of implanted tumours was assessed. 
In both cases the folic acid antagonist was injected intra- 
peritoneally in a 2% solution of sodium bicarbonate 30 
minutes before irradiation. The dose used was 25 yg. 
for aminopterin and 250 yg. for the other agents. The 
controls received 2°% sodium bicarbonate alone. 

For the whole-body irradiation x rays at 220 kV.p. 
with H.V.L. of 0-95 mm. Cu were used. Two doses were 
chosen—450 r. (air), which was known to be close to the 
LDs50/30 (the dose giving 50°% mortality within 30 days) 
and 550 r. (air) which was near the LDj00/30. At a dose 
of 450 r. administration of a folic acid antagonist in- 
creased the mortality in 30 days. At a dose of 550 r. 
the folic acid antagonists slightly reduced the number 
of days required to reach 50% mortality. For local 
irradiation of the tumour x rays at 140 kV.p. with H.V.L. 
of 0-43 mm. Cu were used. The tumour was implanted 
in the right hind leg and treated, when between 6 and 
8 mm. in diameter, to a dose of 4,500 'r. (air) by 3 ex- 
posures in 5 days. Progress was followed for 40 days. 
At 16 days the tumours in mice receiving the folic acid 
antagonists were slightly smaller than those in the con- 
trols, and this difference had become more marked by 
the 36th day. Comparable results were obtained with a 
second mammary carcinoma. Essentially similar results 
were achieved with all four folic acid analogues. 

It is concluded that the folic acid antagonists poten- 
tiate the effect of radiation whether to the whole body or 
locally. I. D. H. Todd 
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